


m) VEj SITY 
DEC 22 1959 


} tw 4 





BRITISH 


HFALTH CENTER LIBRARY 


JOURNAL 


JOURNAL OF THE BRITISH MEDICAL ASSOCIATION 


SATURDAY DECEMBER 5. 1959 


TABLE OF CONTENTS 


The Foundations of Research in Psychiatry 
Follow-up Study of Arterial Pressure in the Population of a Welsh Mining Valley 
Methotrexate in Treatment of Metastasizing Chorioncarcinoma A. E. R. BUCKLE, M.B., 


Davip STAFFORD-CLARK, M.D., F.R.C.P., D.P.M. 


W. E. MIALL, M.B. . 
F.R.C.S., M.R.C.O.G. .. 


Long-term Results in Treatment of Diabetes Mellitus with the Sulphonylureas 
C, RK. Gomeet, tae; wee J. A. WEA PE, COTO Bio os on kick Fa diU Fo asec cc ccgecaiatoesete Site aves $3 1214 


Xanthinuria 


C. J. DICKINSON, B.M., M.R.C.P., and "JEAN M. SMELLIE, B.M., M.R.C.P., D.C.H. 


The Case for Conservatism in Management of Foetal Distress NorMAN WALKER, M.B., D.Obst.R.C.O0.G. 


Management of Primary Priapism 


J. OLDFIELD, M.B., F.R.C.S. 


Haemoglobin H Disease with Persistent Haemoglobin “‘ Bart’s ’’ in an Oriental Jewess and Her Daughter 
B. RAMOT, M.D., CH. SHEBA, M.D., S. FISHER, M.D., J. A. M. AGER, M.B., and H. LEHMANN, M.D., SC.D., 


M.R.C.P., F.R.LC, 


Comparison of Two Analgesics in the Prophylaxis of Fesbesteneton Pain 
PATRICK M. PAwSEY, M.B., F.D.S. R.C.S., and E. H. SELEY, F.D.S. R.C.S. 


Toxic Cataract 
MEDICAL MEMORANDA 


Disseminated Encephalomyelitis after 
a . THIRUVENGADAM, 
M.D., 1233 

Sudden Death i in Infancy. Str. pyogenes 
Type 12 Isolated at Necropsy. E. S. 
MITCHELL, M.B., M.R.C.P.I. ........-. 


DRUG TREATMENT OF DISEASE 


Uncomplicated Psoriasis. R. M. B. 
MacKenna, M.D., F.R.C.P. ..........1244 


GENERAL ARTICLES AND NEWS 


Noise and the Patient in Hospital. 
“rape STATHAM, M.B., D.Obst.R.C.0.G., 


Mepicat Notes IN PARLIAMENT ... 
UNIVERSITIES AND COLLEGES 
Mepicat News 

BirtHs, MARRIAGES, AND DeaTHS ... 
QUESTIONS AND COMMENTS 


MEDICO-LEGAL 


Rating of Nurses 
Overdose of Amphetamine Prescribed . 


ROBERT Cuawronn, M.D., D.O.M.S, 


LEADING ARTICLES 
Monoamine Oxidase Inhibitors 
Breast or Bottle ? 

A Drug on the Market 


ANNOTATIONS 


New Virus Research 

Towards Clean 

Forms of Osteoporosis .... 
Milk Bread 

Subscription to the B.M.A. .... 


CORRESPONDENCE 


New Treatment for Chronic Bronchitis. 
J, W. CROFTON, F.R:C.P., and others .. 
arash Medical —. A. J. Hawes, 


« Sparine.” ALFRED MINTO, M.B. .... 
Pogereats Necrosis and Cortisone. 

A, PITKEATHLY, M.B. 1253 
Peptic. “Ulcer in ‘Africans. > 

IMMPOTRIBS, MBE. oc cd cccceccses 1253 


“* 


OP eee eee eee ee eee ee ee) 





SUPPLEMENT 
Full Contents on First Page of Supplement 


orrespondence : 
_ tering Medical Auxiliaries. P. 
JAUWENS, M.R.C.P. ......-.00-s0eee 185 


bees Sheds evens eRses seh euseousies 1230 
bwiked Mota REO KA ck Cee tn eaee ke 1231 


CORRESPONDENCE—contd. 
wes Medical Service. D. G. YOUNG, as 


Peak. flow Meter. R. J. SHEPHARD, M.B. 
Subacute Rickettsial Endocarditis. 
D. E POWELL, M.R.c.P.; A 
EVANS, M.B., and others ............ 1254 
Acroparaesthesia in Pregnancy. E. C. 
Woop, M.R.C.O.G. 
Dilatation and Curettage. 
F.R.C.0.G. 
Placental Implants in Vascular Disease. 
E. TROENSEGAARD-HANSEN, F.R.C.S. ..1255 
Enzyme Treatment for Gravitational 
Ulcer. -Joun A. BowLes, M.B. ......1255 
Treatment of Pilonidal soon ROGER 
BREARLEY, F.R.C.S re 
The Wolfenden Report. M. B. 
REDDINGTON, M.B. ...... 02sec cceee 1256 
Inoculation Clinics. S. UA CONCHUBHAIR, 
M.B., D.P.H. 1257 
B.C.G. Vaccination. E. F. JAMES, M.D. 1258 
Nails in Disease. JupirH H. MUNDLAK, 
B.M 
Herpes Zoster and Paralytic Lleus. 
YBURN-MASON, M.D. ......+4-.+4- 1258 
Heredity in Breast Cancer. A. FOxe, 
OES on hardin Pawvas onc bdnide'ctn ame 1258 
Connon During Surgical Opera- 
tions. A, J. ALMENT, M.R.C.0.G. ..1258 
= = Psychotherapy. M. BALINT, 


— ‘Publicity. R. C. HILL, M.B. . 

Mixed Up. . Watson WILLIAMS, 
F.R.C.S.Ed. : 

Qualification in Medicine. ELtsaBetu J. 
MINE, TRIB, 6.6 a phe 6s 00645064 wees 12. 


BRITISH MEDICAL ASSOCIATION, TAVISTOCK SQUARE, LONDON, W.C.1 


No. 5161, WEEKLY, PRICE 3/- 


Copyright © 1959 


REGISTERED AS A NEWSPAPER 





a BRITISH MEDICAL JOURNAL Dec. 5, 1959 


—- 





In all 
(edematous 









, 


offers the following important ad vantages:- 


Hydrenox is at least ten times as potent as 


chlorothiazide. 


The cost of treatment with Hydrenox is lower than 


PACK AND with any other potent oral diuretic. 


PRICE 


Each tablet contains 
60 mg. of hydrofiu- 
methiazide. Available in 
containers of 100 and 600 
tablets. Basic N.H.S. price 
24/- and 116/- 

respectively. Normal dosage 
1-4 tablets daily. 


In many cases a single daily dose produces an 


adequate response. 


Literature and further information gladly sent on request 
BOOTS PURE DRUG CO. LTD., NOTTINGHAM, ENGLAND 











1959 


ee 








BRITISH MEDICAL JOURNAL 


LONDON SATURDAY DECEMBER 5 1959 





THE FOUNDATIONS OF RESEARCH IN PSYCHIATRY* 


DAVID STAFFORD-CLARK, M.D., F.R.C.P., D.P.M. 


Physician-in-Charge, Department of Psychological Medicine,and Director of the York Clinic, Guy's Hospital, London ; 
Consultant Physician, Bethlem Royal and Maudsley Hospitals, and Institute of Psychiatry, University of London 


Research and treatment in psychiatry are founded upon 
a tripod, whose three legs can be regarded as the study 
of the patient’s basic constitution and personality, of his 
physical exchanges with his environment, and of the 
various mental stresses to which the pattern of his life 
submits him. These three are probably equally 
indispensable in the pursuit of knowledge about the 
mental health or sickness of mankind, and are indeed 
ultimately only aspects of the underlying and mysterious 
unity which is man himself. From a technical point 
of view it is often convenient and sometimes essential 
to attack the problems of their study separately and 
piecemeal: but only by constant and patient correlation 
of all the results in every field can true advance be 
made. 
Basic Constitution and Personality 


Constitutional studies include investigation of the 
relationship between the structural and innate functional 
patterns, characteristic of various types of human being, 
and their persunality and way of living. For example, 
very valuable work has already been done in correlating 
body build and various types of brain and glandular 
activity, with different types of personality, and different 
ways Of meeting adversity, such as mental breakdown 
or criminal behaviour, throughout childhood and adult 
life. The study of what has been called psychopathic 
personality has made a significant stride forward in 
this way. 

Innumerable definitions of psychopathic personality 
have been attempted, but one which serves to focus 
interest on productive possibilities in clinical research 
in this field regards the basic abnormality in the 
psychopath as a failure to develop emotionally beyond 
the explosive behaviour and immediately sought 
gratification of infantile life. This failure of emotional 
development, as is well known, may be specific in the 
sense that there is no comparable failure of intellect 
or of physical development. A piece of research in 
which much attention was paid to the possibility of 
defining those aspects of psychopathic personality that 
could be clinically measured has shown that there is a 
consistent, high, and significant correlation between the 
clinical behaviour of the individuals concerned and the 
pattern of electrical activity recorded from their brains 
by the electroencephalogram (Stafford-Clark ef al., 
1951), 

Further patient and detailed study of the individuals’ 
behavioural and structural patterns revealed that their 
nfantile reaction to the stresses of life could also be 


*Based on an address delivered to the Annual General Meeting 
of the Mental Health Research Fund on March 18, 1959. 


significantly correlated with an infantile pattern of 
distribution and structure even of the capillary loops, 
which can be observed under the microscope at the 
growing base of the finger-nail in all human beings. 
Just as the psychopath behaves like an overgrown and 
perhaps intelligent baby, so do his electrical patterns 
of brain activity and the loops of his capillaries show 
many of the characteristics of babyhood. Interest in 
the significance of abnormal patterns of electrical 
activity in the brain in relationship to patterns of adult 
behaviour, and particularly those which seem to arise 
on a constitutional basis, has led to findings in which 
disordered behaviour can be in many instances directly 
correlated with abnormalities in the E.E.G. record. 


E.E.G. in Relation to Abnormal Behaviour 


If we take a random sample of the adult population. 
calling an adult for the purpose of this definition anyone 
over the age of 21, we can recognize that the overall 
wave forms of the E.E.G.s of 85% of the population 
will be relatively consistent, uniform, and similar. Some 
15% of the records will, however, contain significant 
abnormalities. These abnormalities can be fairly readily 
divided into groups: those which can be directly 
correlated with some damage or abnormality of brain 
structure—for example, tumour or abscess in the brain 

and those which are related to disturbance of function 
without demonstrable structural disorder. This latter 
category can again be subdivided into abnormal 
patterns associated with specific clinical disturbance of 
brain function, such as the various forms of epilepsy, 
and abnormal patterns which, because they have not 
in the past been regarded as corresponding to any 
specific disorder of behaviour, have been noted as 
abnormal without being recognized as_ specifically 
significant in any way. These are called non-specific 
abnormalities, and make up quite a large proportion of 
the 15% of abnormalities seen in the population as a 
whole. They include changes in the rate and rhythm of 
the brain waves of a kind which are normal in infancy 
but become progressively less frequent as the brain 
matures. 

The following table has been constructed from the 
pooled findings of a number of observers, all of whom 
studied the E.E.G. in relation to explosive or abnormal 
behaviour in otherwise normally endowed people. The 
studies made by my own group on psychopaths are 
included in this table, which is set out in terms of 
percentage of abnormality in the E.E.G.s of the subject 
studied, correlated with the particular type of population 
submitted to this study. 
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Abnormal E.E.G 
Category % 

Highly selected flying personnel 5 (Williams, 1941) 
R.A.M.C, personnel . 10 (Williams, 1941) 
Mixed controls 15 (Hill and Watterson, 1942) 
Controls in prison 25 (Stafford-Clark et al., 1951) 
Mixed psychoneurotics 26 (Williams, 1941) 
Inadequate psychopaths 32 (Hill and Watterson, 1942) 
Aggressive psychopaths 65 (Hill and Watterson, 1942) 
Motiveless murderers 73 (Stafford-Clark and Taylor, 
Aggressive psychopaths in 1949) 

prison 83 (Stafford-Clark et al., 1951) 


Viewed in this way, a number of points stand out, 
demanding recognition and stimulating further inquiry. 
It will be noticed that the first two categories of 
population studied have a _ lower incidence of 
abnormality in their E.E.G.s than the random sample of 
population to which we first referred. These two groups 
are respectively aircrews selected for operational service 
with the R.A.F. during the war, and Army personnel 
from the Royal Army Medical Corps. In neither case, 
of course, were E.E.G. records available as an aid to 
selection in the first place. The selection of aircrew 
was based on an assessment of relatively perfect physical 
and mental health, as judged on clinical examination, 
coupled with the optimum age for withstanding the 
stresses of flying. The R.A.M.C. group, while less 
rigorously selected, were still young fit men and women, 
selected and recruited for a special task. 

When we pass beyond the normal population we find 
that the first group to show a consistent increase in the 
percentage of abnormality of their E.E.G. records, 
expressed, like all these figures for the purpose of this 
lecture, in round figures, are the prison population. 
Mental hospitals show a further increase, and the overall 
group of psychopaths specifically studied in prison, who 
form in fact about 5% of the prison population, a 
further increase still. But perhaps the most important 
single figure here is that of the 73% incidence of 
abnormality in the records of the people whom I have 
called motiveless murderers (Stafford-Clark and Taylor, 
1949). 

E.E.G, Findings in Murderers 


The research out of which this particular finding grew 
cannot be recapitulated in detail here. Suffice it to say 
that it was a careful study of the E.E.G. findings in a 
series of prisoners all of whom had one thing, but only 
one thing, in common: that they were charged with the 
crime of murder. Faced by two sets of data of this 
kind, it is the task of clinical research to discover what 
are the questions inherent in the findings that may lead 
to significant answers. We were lucky in this particular 
piece of research because we hit upon what subsequently 
proved to be an exceedingly significant question simply 
by reviewing the history and personal circumstances of 
each individual in terms of the crime with which he or 
She was charged. We were in this way able to make a 
number of separate clinical categories, each of which 
could be studied separately in terms of the E.E.G. 
records of the particular group. 

These categories included what we called accidental 
murderers, people who had been involved in action 
resulting in loss of life while already engaged upon 
the commission of a felony, and who, while indisputably 
criminal, were not necessarily to be regarded as wilful 
murderers at all. A second category was that of 
deliberate motivated murder: people who had 
committed murder for reasons which they and everyone 
else concerned could relate to the basis of the crime. 





PSYCHIATRY a. man 
Two important categories remained: motiveless 
murderers, who had committed sudden explosive acts 
of violence causing the death of another person for no 
reason which they or anyone else could put forward ; 
and the people who were at the time of the killing 
recognizably insane. 

The group of murderers whose crime was regarded 
as incidental or even accidental in the course of the 
commission of another felony showed a 25% incidence 
of E.E.G. abnormality—equal, in fact, to that of the 
prison population as a whole. In those who had 
committed a murder under the stress of considerable 
personal provocation, and were to this extent clearly 
motivated, the proportion of abnormality was roughly 
17 considerably below the average for the prison 
population as a whole and not very much above that 
of the ordinary population chosen at random. But in 
the apparently motiveless murderers, the people who 
exploded into an act of violence without any kind of 
provocation other than perhaps the immediate stress 
of sexual excitement, resentment, or exhaustion, the 
percentage of abnormality was 73, the highest recorded 
in any group of individuals selected in any way, if one 
excludes known epileptics who have committed a crime 
or patients with rare but explosive forms of insanity 
who have also given way to acts of violence. 

It is necessary, of course, to keep a sense of proportion 
about the meaning of these findings. One has to 
remember that these are only percentages of abnormality 
within a group. One-quarter even of the motiveless 
murderers had perfectly normal E.E.G. records. But 
nevertheless the tendency to commit an apparently 
motiveless act of extreme violence, explosively and 
unpredictably, does seem to be linked with a particular 
kind of instability and immaturity of brain function 
which can be objectively recognized and recorded. 
Clearly our researches in this direction still represent 
little more than a groping after the most shadowy 
outlines of truth, but a groping which may be rewarded 
by increasing definition as we learn to pool and interpret 
our results in terms of clinical study correlated with 
increasingly accurate measurement of our findings. 


Genetics 


Another aspect of ‘constitutional studies which opens 
up immense possibilities for future understanding is the 
science of genetics; the tracing and measurement of 
probabilities in inheritance of both structural and 
personality characteristics from one generation to 
another. Our knowledge of schizophrenia and of 
homosexuality has been profoundly affected in this way. 

Evidence of the importance of the constitutional 
factor in these two disorders has been provided by 
studies of identical and non-identical twins. Relatively 
large-scale inquiries in which the life-history of each 
of a pair of identical twins has been followed up and 
compared with the life-history of each of a pair of non- 
identical twins, when one twin of each pair has suffered 
from schizophrenia or has developed homosexual traits, 
have given the following overall results. 

In schizophrenia, when a large series of identical 
twins, one of whom developed schizophrenia, were 
followed up, it was found that in over 80% the other 
twin also developed the illness (Kallmann, 1950), and 
this happened even when both twins had been separated 
from birth, as, for example, by adoption following the 
separation of the original parents. In non-identical 
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twins the concordance rate—that is, the percentage of 
times when both twins developed the illness rather than 
when one twin alone developed it—was no more than 
15% ; about the average expectation for siblings of a 
schizophrenic. 

A similarly significant difference in the concordance 
rate between identical and non-identical twins has been 
found in homosexuality. In identical twins, where one 
twin develops homosexual behaviour the other twin has 
been found to develop it in 75% of all cases ; whereas 
the concordance rate in non-identical twins is about 5% 

-no higher than that estimated as the overall incidence 
of homosexual tendencies in the population as a whole 
(Kallmann, 1952). 

The lesson to be drawn from these two examples of 
the value of twin studies in psychiatric research is that 
in each case the constitutional factor must be of very 
considerable importance. This in turn means that some 
structural or inherent and dynamic pattern of response 
must be handed on from one generation to the next, and 
must distinguish the individual who develops either 
schizophrenia or homosexuality from most of the 
individuals who do not. Our research into schizophrenia, 
which is now becoming increasingly geared to the 
concept of a physiological basis, therefore receives 
endorsement in this direction from the type of genetic 
study which I have just outlined. 


Psychosomatic Approach 


The impact of physical or emotional stress and its 
effect upon bodily and mental equilibrium is tradition- 
ally a major concern of all medical and surgical research. 
What has been called the psychosomatic approach to 
medicine and surgery, still relatively in its infancy, 
immensely potentially productive of knowledge and 
understanding, has taught us that there is probably a 
single fundamental aspect of the response of all living 
creatures to everything they have to endure, whether it 
be fear or pain, hunger or infection, emotional stress 
or physical disease. As doctors we have long known 
that sudden shock can produce sudden and sometimes 
catastrophic physical and mental responses. We have 
begun now to see that, in a comparable way, the long- 
continued battle with stress and tension which it is the 
lot of so many of us to fight is not a battle in which it 
is always very profitable to distinguish between hard 
knocks and hard feelings; nor are the scars borne 
separately upon the body or upon the mind. They have 
their being, like those who bear them, somewhere in the 
tangled, intricate, and mysterious unity already referred 
to as man himself. 

The group of illnesses which lend themselves 
particularly to psychosomatic study embrace not only 
primarily psychiatric disorders but all those illnesses 
in which emotional factors may play not simply a 
significant, but sometimes a decisive part in regulating 
the course and outcome of the disorder. Such 
conditions include ulcers of the stomach and duodenum, 
various forms of colitis, many cases of high blood- 
pressure, and some forms of heart disease such as 
angina, as well as such apparently diverse ailments as 
certain skin diseases, allergic complaints like asthma 
and hay-fever, and also migraine, rheumatoid arthritis, 
and on occasion diabetes mellitus. On the physical 


plane the diversity of these illnesses is by no means as 
great as it may seem. Both angina and migraine, for 
example, depend for their appearance upon alterations 


in blood-flow through the arteries supplying respectively 
the heart and certain parts of the brain and its covering. 
Moreover, all these complaints have in common the 
importance of the contribution of the autonomic nervous 
system in their development. The factor which they 
share that from our point of view is the most striking, 
and incidentally the most recently established, is the 
large part that continued emotional stress appears to 
play in producing and maintaining them. The example 
of diabetes mellitus, because less well known, is worth 
elaborating briefly. 
Example of Diabetes 

When I was a medical student we were rightly taught 
that the failure of normal uptake of sugar from the 
blood-stream into the liver, muscles, and other organs 
where it could be employed as a fuel, which is a salient 
feature of diabetes, was due in turn to a failure of 
secretion of insulin from the pancreas. It followed from 
the work of Banting and Best (Banting, Best, and 
Macleod, 1922) that one of the important ways in which 
diabetes can be controlled, though it can never be 
entirely cured or reversed, is by the administration of 
insulin, obtained from suitable animals, to the patient. 
The calculation of the quantity of insulin required for 
each patient to balance his output in energy and his 
intake in sugar remains a matter for skilled and careful 
initial determination and subsegent regulation and 
supervision. 

Twenty-five years ago, we knew that certain disasters 
could change the insulin tolerance and therefore the 
entire equilibrium of the diabetic patient. Chief among 
these were infection, and the physiological shock 
associated with injury or even with operation under 
anaesthesia. The contribution of the psychosomatic 
approach to medicine has since taught us that another 
and powerfully significant factor can be emotional 
disaster. 

Sudden bereavement, the infidelity of a husband or 
wife, or even the collapse of a business or the loss of a 
fortune, can precipitate diabetic coma in a previously 
stabilized diabetic in precisely the same kind of way as 
infection or physiological disturbance. Blood-sugar 
levels and insulin tolerance would appear to be as 
intimately related to states of mind as to any other 
changes in the overall environment of the individual. 


Reaction to External Experience 

This is only a particular instance of the way in which 
the normal stresses of anxiety or grief inevitably affect 
the biochemical equilibrium of the individual, and 
through this may further change that individual's 
capacity to interpret and react to external experience. 
A hypothesis developed from this clinical observation 
was included in a contribution to the symposium on 
schizophrenia (Stafford-Clark, 1957). In briefest outline 
the theory is this. 

The normal response of an individual to any frightening 
or threatening situation includes the subjective feeling of 
anxiety or fear as one of its components. Another 
component is the increased concentration of adrenaline in 
the circulating blood, and ultimately in the brain itself 
(Weil-Malherbe, 1955). This has been shown experimentally 
to affect the overall pattern of electrocortical activity in the 
brain. possibly by interference with synaptic transmission 
between cortical neurones (Marrazzi and Ross Hart, 1955). 
It is a reasonable hypothesis that the effect of adrenaline 
upon electrocortical activity within the brain and nervous 
system may well account for the tendency in anxious and 
apprehensive subjects to misinterpret or mis-identify to a 
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narginal degree their external experience. The frightened 
sentry, crouching alone in his foxhole, tends in his 
accumulated fear and tension to mistake for an 
approaching enemy, a creaking bough for the sound of a 
craw.ing man. He may let fly at a hare scampering across 
his horizon, convinced that this is the first member of an 
enemy raiding-party Such misinterpretation, amounting 
to a transitory illusion, may in fact be caused by nothing 
more toxic or abnormal than a high adrenaline concentration. 
Moreover, in the practical experience of the soldier on 
active service, this kind of thing is only too well known, and 
ts recognition may even influence a commander's choice in 
distributing dangerous duties among relatively inexperienced 
soldiers. 

The next stage towards a truly pathological condition 
may be postulated as the addition of a factor of 
exhaustion, caused, for example, by protracted loss of 
Sleep, wherein actual hallucinations and disorder of 
thinking may be seen as symptoms; as exemplified by 
observations of volunteers who have taken part in sleep- 
deprivation experiments and subsequent tests. One 
stage further on, true toxic confusional states, and 
episodes of delirium, show us how exhaustion plus 
circulating toxins or metabolic errors can produce 
profound states of mixed psychotic and dementing 
symptoms, characterized by a gross interference with 
the patient's interpretation of his external world. Such 
reactions differ only in their duration from what has 
been defined as true madness. 

It has already been suggested that we can bridge the 
gap between the loss, impairment, or distortion of 
contact with reality seen in toxic confusional states and 
our knowledge of true madness in the form, for example, 
of schizophrenia, by a study of what have been called 
model psychoses (Hoffer et al., 1954); disturbances of 
contact with reality which can be precipitated by a 
number of drugs such as cannabis indica, adrenochrome, 
and lysergic acid. These drugs undoubtedly act upon 
the biochemical equilibrium of the brain, and therefore 
ultimately upon the patterns of electrical conductivity 
which it displays Research along these lines has 
Suggested that could we but discover the exact 
biochemical disturbance which underlies various forms 
of mental illness we might be able to prepare substances 
which could block either the formation of these 
abnormal biochemical constituents or their disruptive 
‘ffects upon normal cortical enzyme activity, even in 
established schizophrenia, and thereby restore the 
patient to normal health 


a tree 


Emotional Stress 


Chere is another way in which we may yet be able 
to fling a bridge across the gap separating our knowledge 
of the reversible states of delirium from our tentative 
explorations in the nature of insanity. This forms the 
basis of a project which [ and a number of colleagues 
have proposed launching in the field of active clinical 
research, and which I will briefly describe. 

There are already patients who become disturbed 
or confused in their contact with and appreciation of 
external reality, in the absence of actual infectious or 
toxic delirium. These people break down into states of 
profound emotional and intellectual disturbance in 
response to environmental threats or challenges, or the 
stresses of serious illness of a more chronic kind: The 
women who exhibit forms of insanity after childbirth, 
the patients who become bewildered, deluded, or 
psychotically depressed after the diagnosis, or even the 
successful treatment, of serious illnesses, such as cancer, 
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or congenital heart disease. Such patients may not 
display obvious clinical evidence of acute biochemical 
disturbance : their illness may be both more subtle and 
more prolonged: and yet with it may go a disturbance 
of their mental health which may last weeks or 
sometimes even months, being exceptionally suitable 
for study in an in-patient psychiatric unit completely 
integrated with the medical and surgical practice of a 
general teaching hospital, and such as we have at Guy’s. 


Some Brief Clinical Examples 

Case 1.—A 35-year-old childless housewife with severe 
mitral stenosis was undergoing preliminary investigation for 
assessment for mitral valvotomy. While in hospital she 
became increas'ngly alarmed and began to develop delusional 
ideas; for example, that her heart had been punctured 
during the course of cardiac catherization and was collapsing 
like a shrivelled balloon ; and that it was no longer safe for 
her to eat anything because her intestines had become a 
series of gutters in danger of overflowing their contents, 
which would then accumulate and putrefy in the bottom of 
her pelvis. The basic psychiatric syndrome appeared to be 
a schizophrenic episode with somatic delusions released by 
the stress and fear of the approaching ordeal. Appropriate 
treatment succeeded in restoring completely her morale and 
mental and emotional clarity. She lost her delusional 
symptoms, and after four months was considered fit to 
undergo the operation, which in fact proved successful. 

Case 2.—A young woman of 19 had atrial septal defect 
for which surgical repair had been considered possible. 
Shortly after admission she developed symptoms of marked 
emotional disturbance, wandering about the ward trailing 
her nightgown and scattering torn scraps of scribbled 
messages of an incoherent kind. Her behaviour resembled 
that of an imaginative schoolgirl acting the part of Ophelia. 
The basis of this reaction appeared to be a_ subjective 
conviction that she could not hope to survive an operation 
upon an organ as vital as the heart. whose disability had 
caused her relatively complete invalidism throughout her 
entire life. With the emergence of her fears and her 
increased capacity to communicate her feelings about them 
she lost her conviction of impending death and gradually 
settled down. Nevertheless it took this extremely vulnerable 
and immature young woman five months to be fit for 
operation, which ultimately was also successfully completed. 

Case 3.—A spinster of 48 who had nursed her invalid 
mother for many years prior to the latter’s death from 
carcinoma of the breast, herself developed a lump in the 
breast which for some time she feared to reveal to her 
doctor. Having ultimately undergone biopsy at another 
hospital, she was informed that a second operation would 
be necessary and would take the form of “a deeper cut.” 
On recovery from the anaesthetic on the second occasion 
she discovered that she had undergone a radical mastectomy 
and became increasingly depressed, paranoid, and deluded, 
convinced that her “ inside had been removed, womanhood 
taken away, no longer all a person, converted into a living 
corpse. . She was transferred to an_ in-patient 
psychiatric unit, where a diagnosis of severe depressive 
reaction with secondary paranoid features and hysterical 
overlay was made. She remained psychotic for two months, 
but ultimately recovered, though still attending for follow-up 
and support. 

It is of course perfectly clear that the factor of 
emotional stress is of profound importance in cases of 
this kind. Nevertheless, when their response to such 
stress assumes a form both unquestionably psychotic 
on the one hand, but relatively rapidly reversible with 
appropriate treatment on the other, it presents us with 
a unique opportunity for studying all aspects of the 
psychophysiological disequilibrium which has occurred. 

It may be that if we could determine the biochemical 
baseline of function of such patients during the stage of 
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their illness in which symptoms of mental disturbance 
declare themselves, and also after recovery, we might be 
able to discover what are the key changes in metabolism 
of the brain and nervous system which actually give 
rise to the symptoms of mental illness displayed. A 
connexion has already been demonstrated between 
certain forms of disordered biochemical function in the 
liver and symptoms cf mental illness of a relatively 
specific kind (Sherlock, 1958). 

A survey of all the clinical material passing through 
1 teaching hospital and a group of associated hospitals, 
correlated with psychiatric studies of the patients so 
observed and whatever biochemical correlation can be 
worked out with the nature and duration of their 
symptoms, may yet take us a step further along the road 
to discovery of the true nature of mental illness. 


The Brain an Electronic Computer 


But it is perhaps in the study of man’s conscious and 
unconscious reaction with his environment in its widest 
sense that the method of psychological inquiry has still 
its greatest single contribution to make. Man has been 
called a communicating animal; and certainly he 
conveys and experiences his loves and hates, his hopes 
and fears, his values and principles, and the greatest 
discoveries of his mind, through a communications 
system which is the most complicated and yet most 
flexible known to exist. The mathematical theory of 
communications, which can be related to psychological 
methods of inquiry and concentrated in the dedicated 
study of man’s mind by man himself, may provide 
ultimately one of the keys by which all our interlocking 
processes of human existence, and particularly of 
practical psychiatric knowledge, can be opened for our 
fuller understa=ding. 

There is a good deal to be said for using the working 
analogy of an electronic computer to convey something 
of the way in which the brain works in this sense. But 
the brain is an electronic computer with fifteen thousand 
million ‘separate cells, of possibly immeasurable com- 
plexity, which provides for its remarkable flexibility and 
wonderful precision. We have already seen that the 
electroencephalogram, crude though its information 
must yet remain, at least supports the view that it is in 
its electrical function that we must seek the practical 
key to the work of the brain. Its communication is by 
electrical signals, and their transmission from neurone 
to meurone through synapses is probably the way in 
which patterns of activity are regulated and controlled. 
It has indeed proved possible to use the mathematical 
theory of communications to draw some tentative 
conclusions about this aspect of the work of the brain 
(Ashby, 1952). 

But all models which have so far been constructed to 
give working analogies of brain function have taken the 
source of their electrical power for granted. Such power 
has in fact been piped in from the local main supply 
in the laboratory, or stored in accumulators hitched on 
to the working model. I am sure that in all our research 
we must never forget that the brain is the only electronic 
computer which manufactures its own electricity 
biochemically as it goes along. In studying the functions 
of the brain, therefore, we have to remember that we 
ire at least two removes from the subjective experiences, 
and from the output in terms of behaviour, which we 
seek to explain. At one remove there is the electrical 
network. in all its wonderful complexity and beautiful 
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intricacy; and at the second remove there is the 
biochemical process, also wonderfully intricate and 
many-sided, whereby the brain continues to live, to 
breathe, to gain its nourishment, and to make its power. 
It is in the biochemical aspects of brain function in 
health and illness that we see those changes which may 
affect both conductivity and availability of electrical 
power within the system. And it is the ultimate 
translation of this power into electrical signals, which 
are themselves the only measurable accompaniment to 
thought and feeling, which presumably alone makes 
these processes possible. 

Our relative technical proficiency in measuring 
biochemical changes must never blind us to the fact 
that these are of ultimate importance only in their 
effect upon the patterns of electrical activity, conduction, 
communication, and control in the final functioning of 
the brain; and as clinicians we must never forget 
that communication remains the ultimate key to the 
treatment of schizophrenia, or indeed of any other kind 
of illness. In one sense the cardinal features of 
schizophrenia may perhaps be regarded as respectively: 
(1) A failure to make the usual interpretation of external 
or internal events ; for example, to understand what is 
going on in the world outside, or indeed what might 
be going on in one’s own body. (2) A failure to 
communicate in the usual way with other people. (3) A 
failure to integrate interpretation and communication, 
within one’s self or with others, in a way which will 
allow even the first two difficulties to become apparent 
in their full nature to any but the trained observer. 

There is, in fact, so far as brain function is concerned, 
a failure of communication and control. Clinically it 
is this failure of communication and control which 
brings the schizophrenic to the doctor. However skilful 
and appropriate our physical treatment of schizophrenia 
may become as the result of refinement in our 
knowledge and understanding, both of the biochemical 
processes which may underlie it and the electro- 
physiological processes whose secondary disturbance 
ultimately brings about the illness, it remains true that 
we can treat patients successfully, and restore them to 
true health and happiness, only if we gain contact with 
them at a human and personal level, and give them 
thereby the bridge over which they may cross back to 
normal harmony and understanding with their fellows. 
This is the ultimate aim in every aspect of clinical 
research in psychiatry ; and indeed it is the ultimate aim 
of all forms of research directed towards the under- 
standing or relief of mental illness. 


Conclusion 


In this address I have had time only to touch upon the 
fringes of the possibilities of research in psychiatry: the 
tripod of inquiry based respectively upon constitutional 
studies, physiological and biochemical investigations, 
and the study and practice of communication between 
human beings and the groups. If, as we believe, the 
possibilities are so immense, and our equipment for 
dealing with them in terms of both knowledge and 
technique constantly increasing, what is it that holds us 
up? The basic answer to this question is brutally 
simple: time and money. 

It takes years of training to produce people capable 
of the type of basic or clinical research required in this 
field. These people have got to live, and they have got 
to have reasonable inducements to spend the time 
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planning and formulating the possibilities of research, 
and observing the material from which their hypothesis 
can be constructed, before any of the ambitious 
programmes of which they may be capable can even be 
begun. In this respect time and money are almost 
interchangeable terms. Even the preparation of this 
lecture, and the selection and review of the points by 
which I might hope to bring home the challenge and 
the possibilities throughout the whole field, has 
necessarily employed time for which many other 
activities have been competing. Unless one has research 
teams suitably recruited from able physicians and 
laboratory technicians, and amply supported by the 
necessary funds, the ideas which are needed to follow 
up possibilities will not be thrown up, the hypotheses 
will not be formulated, and the work will never be done. 
In this respect it is interesting to compare the way in 
which the design of our bodies makes allowance for 
the service of our brains with the way in which research 
into the activities of the brain is provided for in modern 
society. 

The human brain is an organ weighing between forty 
and fifty ounces, roughly one-fortieth of the total body 
weight. Yet it receives no less than 25% of the total 
blood supply circulating through the body, and it 
receives it first: immediately after its oxygenation and 
refreshment in the lungs, and before its distribution 
elsewhere. If we compare this distribution with the 
distribution of money by the community for the care 
and study of mental illness as a fraction of the total 
sum spent upon the care of all illness, the comparison 
is striking. The average expenditure on medical care 
of patients in the mental hospitals of this country is 
in the region of five shillings per week per patient 
(Robinson, 1958). Comparable figures for the overall 
cost of medical care for patients in general hospitals 
(and the teaching hospitals are specifically excluded from 
this comparison owing to their disproportionately but 
necessarily high cost of operation), are twenty-five to 
sixty shillings a week. 

Therefore, while the organization of the human body 
allocates to the maintenance of the brain roughly twelve 
times the proportion by weight of all its most vital 
resources in comparison to those given to the rest of 
the body, the distribution of money in the community 
in which we live almost exactly reverses these 
proportions. Expenditure upon the care of bodily 
ailments, other than those affecting the brain, exceeds 
by twelve to twenty times that provided for medical 
care, treatment, and research into mental illness. And 
this is all the more incongruous, even from the purely 
economical aspect, when one realizes that at the present 
time 40% of all the beds in the National Health Service 
are occupied by patients suffering from mental illness. 

One of the objects of this address has been to outline 
some of the tools and methods of modern research in 
psychiatry, which in the last twenty-five years have 
increased immeasurably the. possibilities for progress. 
If we add to these tools and methods the natural skills 
and interest of those already active in the field, and 
recognize that almost the only significant limiting factors 
upon our progress are those of time and money, then 
we reach the point at which the implications become 
inescapable. 

Money must be made available to those with the 
initiative, interest, resource, and responsibility to use it ; 
and made available even in advance of specifically 
endorsed projects with a _ predictably favourable 


outcome. If enough able and imaginative people are 
to be sustained in their willingness to commit themselves 
to the uncertainties of research, somebody must be 
prepared to gamble something on them: otherwise the 
projects of which they are potentially capable may never 
be conceived, or may remain crippled in their execution 
by lack of funds—at least in this country. 

This, then, is the challenge which faces us. But if 
we retain the wit to see ihat the exploration of man’s 
mind and its psychophysiological foundation in his 
brain is at least as significant an activity as the 
exploration of that extension of its environment which 
we call outer space, and so devote to clinical research in 
psychiatry even a fraction of the expenditure already 
laid down for cosmic rocketry, we need not fail. 
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FOLLOW-UP STUDY OF ARTERIAL 
PRESSURE iN THE POPULATION OF A 
WELSH MINING VALLEY 


BY 


W. E. MIALL, M.B., B.S. 


From the Pneumoconiosis Research Unit of the Medical 
Research Council, Llandough Hospital, near Cardiff 


During three months of the winter of 1953-4 arterial 
blood-pressure measurements were made in a random 
sample of the general population of the Rhondda Fach, 
one of the Welsh coal-mining valleys (Miall and 
Oldham, 1955). Subsequently a similar survey was 
carried out in the agricultural population of the Vale 
of Glamorgan (Miall and Oldham, 1958). Both surveys 
were designed to give measurements which would form 
the basis for longitudinal studies. 

Four years after the first survey in the Rhondda Fach, 
during the same three months of the winter of 1957-8, 
measurements were repeated under exactly comparable 
conditions for the survivors of the original population. 
The findings confirmed the influence of parity and 
occupation on arterial pressure found previously, and 
a fuller analysis of the results will be published when 
the first follow-up survey of the agricultural population 
has been carried out. In this paper other findings from 
this first follow-up study are presented and discussed 
in relation to changes in cardiovascular mortality 
reported in the most recent publications of the Registrar- 
General. 
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e Methods 


s Population Sample.—The original objective was a 
e study of genetic factors in arterial pressure, and for 
e this 250 families were studied, the propositi being 
r selected by a random method from the general popula- 
n tion. All members of the families studied then formed 
the population for the follow-up ; the material available 
if is shown in Table I. Repeat measurements were 
Ss obtained for 1,114 (99.6%) of the 1,119 subjects still 
alive and resident within 25 miles of the valley. 
Technique.—Casual blood-pressure measurements 
were made by the same observer using the identical 
technique previously described. Medical, obstetrical, 
and occupational histories were taken, and measure- 
ments were made of height, weight, arm girth, and arm 
skinfold. All new measurements were made without 
reference to the previous records. Dahl and Love (1954. 
1957) have claimed that hypertension is commoner in 
‘ those who customarily take additional salt with their 
food than in those who do not; questions about salt 
intake were therefore asked in this survey also. 
Analysis—In surveys of this kind, where casual 
arterial pressure measurements are recorded, it would 
be surprising if the results found did not reflect the 
well-known variability of pressure recorded in this way. 
Fluctuation in pressure or observational error will 
result in those with “falsely” high initial pressures 
$ tending to have lower subsequent readings, and those 
2 with “falsely” low initial pressures having higher 
subsequent readings. Changes in pressure and initial 
pressure are also not statistically independent pieces of 
information, so that in comparing the observed change 
in pressure of two groups selected because they have 
high and low average initial pressures it is unsafe to 
assume that the number of falsely high or low readings 
is the same in each group and wrong to expect that the 
pressure change should be the same in both groups if no 
\ disturbing factor is operating. In the following analyses, 
however, it has been assumed that the “ falsely ” high or 
low readings are randomly distributed, and that the 
correlation between the mean inter-survey pressure 
(taken as the mean of the two survey readings) and the 
change of pressure is small. The tables show pressure 
change related to this mean pressure for the various 
groups studied. A more rigorous analysis will be 
l published when further follow-up material is available. 
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Relationship Between Pressure and Age at the Two 
Surveys 

As these data were collected in exactly comparable 
ways during each survey no systematic difference 
between the mean values in five-year age-groups in 1954 
and 1958 was expected. For females this was so (Fig. 1). 
but for males there is a consistent suggestion of a 
secular change—a change occurring in subjects of the 
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Tasie 1.—Follow-up of Male and Female Populations, Rhondda Fach, 1954-8 


Same age as time passes. For each age group between 
15 and 55 both systolic and diastolic mean pressures 
were higher in 1958 than they were in 1954. Though 
the mean differences are small and may have little 
meaning medically, they are highly significant statisti- 
cally. and it is difficult to imagine how an artifact would 
be likely to produce a difference of this kind in males 
but not in females. Furthermore, when the data are 
subdivided into those for random samples and those 
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surveys. 


for relatives, identical results are found—there is no 
suggestion of a secular trend in either group of females, 
but similar changes in both groups of males. 

The difference between the findings at two surveys 
is not due to differences in the populations ; though 11% 
of the original male population had died or left the 
area, removing them from the 1954 results does not 
materially influence the difference found between the 
two surveys. 

Those age groups in males which appear to show this 
secular trend are examined in greater detail later. The 
trend cannot be explained by changes in arm girth; the 
mean values differed between the surveys by less than 
4-in. (6 mm.) for each 5-year age-group. As arm girth 
is highly correlated with weight (r=0.9) it seems 
improbable that weight changes could explain the 
findings either; but, unfortunately, weight was not 
recorded for all subjects in the original survey. 


Influence of Occupation on Arterial Pressure 


It was found in the analysis of the data collected in 
our first surveys in the Rhondda Fach and the Vale of 
Glamorgan that arterial pressure is significantly higher 
in men previously employed mainly in light occupations. 
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The differences in the mean systolic and diastolic 
pressures as at age 45 between men in light occupations 
and those in heavy occupations were 10 mm. and 8 mm. 
Hg respectively. Men in heavy jobs have larger arms, 
so that applying a correction for arm girth enhances 
the difference between the groups. 

Though these findings were in apparent conflict with 
those of Brown ef al. (1957), and Humerfelt and 
Wedervang (1957), who both found lower pressures in 
professional groups, they were strongly supported by 
the recent Occupational Mortality Supplement of the 
Registrar-General (1958). Standardized mortality ratios 
for hypertension, vascular lesions of the central nervous 
system, and coronary disease were greatly increased in 
the light occupation groups (Table II). A more detailed 
analysis of the effect of occupation on rate of change 
of pressure will be possible after the follow-up of the 
rural population. The Rhondda Fach population is 
less satisfactory for this type of study as there is a 
deficiency of men in light occupations, particularly in 
the older age groups. 

The findings from this first follow-up are interesting 
but difficult to interpret. Men whose predominant past 
occupation was classified as light or moderately light 
had higher mean inter-survey pressures than those in 
heavy jobs (Table III) except between the ages of 35 
and 45, where the effect of family size (see later) 
predominates and causes little difference between the 
occupational groups. 

Between the two surveys, however, the increase in 
both systolic and diastolic pressure is greatest in those 
previously employed in heavy occupations. Changes in 
pressure analysed by inter-survey occupation rather than 
predominant past occupation also showed a greater 
increase in the four-year interval for those engaged in 
heavy work. 


Taste If.—Standardized Mortality Ratios for Males Aged 20-64 
by Socio-economic Groups, 1949-53 
Hypertension Coronary Vascular Lesions 
| (440-447) Disease of C.N.S 
(420-422) (330-334) 
1. Farmers 70 62 | 76 
2. Agricultural workers 60 55 73 
3. Higher administra- 
tive. etc 123 147 124 
4. Other administrative, 
etc 109 116 104 
5. Shopkeepers 118 123 117 
6. Clerical workers 117 132 118 
7. Shop assistants 93 96 86 
8. Personal services 114 105 108 
9. Foremen 90 99 88 
10. Skilled workers 102 102 101 
It. Semi-skilled 87 84 89 
12. Unskilled 102 89 102 


Taste Il.—Mean Inter-survey Systolic and Diastolic Pressures, 
and Mean Change of Pressure 1954-8 for Males Aged \8-65 
at the Time of the First Survey, Whose Predominant Past 
Occupation was Light or Heavy Before the 1954 Survey 


| ] | 





Age | | Mean | Mean Mean Mean 
“in Occu- | No. | Inter-survey | Inter-survey Systolic Diastolic 
1954) Patron . Systolic Diasiolic Change Change 
Pressure Pressure 1954-58 1954-58 
1s |S Light 5 130-6 81-7 27 +25 
\ Heavy! 49 126-7 79-8 + 61 +61 
>< |J Light | 19 135-0 87-5 | + 34 36 
\ Heavy 73 128-9 84-3 | + 50 5-9 
ac |S Light | 12 126-7 830 0 +17 
|\. Heavy! 74 130-2 85-2 64 40 
| 
4s f Light 17 | 142:7 88-9 39 2-2 
|. Heavy 64 1361 84:8 89 27 
ss_ |S Light - 160-6 94-2 95 2-2 
- 44 152°5 88-4 14-4 3-4 
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It is difficult to reconcile these findings with the fact 
that those in heavy occupations previously had lower 
pressures except in terms of a secular trend which is 
now influencing the heavy occupation group. It is 
possible that the considerable social changes which are 
occurring in the Welsh mining valleys are influencing 
those in heavy manual work more than those in light 
jobs, but it would seem unlikely that any recent change 
in the nature of the work itself has occurred which could 
have any direct effect of this kind. 


Association Between Family Size and Arterial Pressure 


We have previously shown that the pressures of 
married men and women show an inverse correlation 
with the size of their farnilies—the larger the family the 
lower the pressure. Similar but less marked trends were 
reported for women by Humerfelt and Wedervang 
(1957) in their analysis of the Bergen survey. 

In our data this trend was really clear-cut only in the 
“ child-bearing ” age-groups, which were taken as 15-45 
for females and 15-50 for males (Miall and Oldham, 
1958), though, as can be seen in Table IV, in the 











Taste 1V.—Systolic and Diastolic Mean Pressures by Age for 
Rhondda Fach Females and Males With and Without 
Children (Based on Data from 1954 and 1958 Surveys) 

Females | Males 
Age! Children — - — — - — _ 
| No Systolic | Diastolic | No. | Systolic Diastolic 

ts. |fWithout | 169 | 1204 | 75-7 | 164 1278 | 794 

cml || With 32 | 1169 72-4 | 17 1240 76-9 

as_ | Jf Without 42 | 1292; 3818 | 69 132-4 85-6 

2 with =| 167 1234 78-1 | 120 127-7 | 829 

r<__ |S Without 23 134-5 82:3 40 | 1354 88-9 
‘UWith | 205 | 1325 846 | 155 | 1292 84:3 

4s pWithout; 12 142-1 879 | 19 138-8 86-5 
L With | 150 } 145-1 87-9 147 1345 | 85-7 

ss. |fWithout] 13 | 1698 | 964 | 14 1550 | 9-1 
}\ With } 127 161-3 91-0 109 | 149-7 89-1 

gs. |J Without] 10 188-5 97-5 14 | 1636 93-2 
, {With 63 182-8 94-5 60 | 1618 90-2 
15+ Without 4 180-0 | 838 | 1 147-5 52-5 

With | 20 206 0 97-5 | 27 | 1640 83-6 


Rhondda Fach childless men and women have fairly 
consistently higher pressures than have those up to age 
75 with children, where differences in survival probably 
become important. 

The data available from these two surveys enable us 
to see to what extent this results from selection or from 
having a child. The mean pressures at the time of the 
first survey were somewhat lower for those women who 
subsequently had children than for those who did not 
(Table V). The difference between the two groups for 
mean inter-survey pressure was more marked. In 
several of the age-groups the mean pressure on the 
second occasion had actually fallen in the women who 
had had children, whereas this did not occur in any 
age-group for those who had not. 

The first survey pressures were also slightly lower 
in the men who subsequently increased their family size 
than in those not doing so, and though there was not 
the same tendency as in women for pressures to fall, 
they rose less in that group than in those who had no 
children in the interval (Table VI). 

The lower initial pressures of those subsequently 
having children did not appear to be explained by 
differences in “ parity,” but in our previous analysis we 
found unmarried men and women had higher pressures 
than those married without children, and this fact must 
contribute to the initial differences between the groups. 
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Taste V.—Mean Systolic and Diastolic Pressures in 1954, Mean 
Inter-survey Systolic and Diastolic Pressures, and Mean 
Change of Pressure 1954-8 for Females Aged 10-45 at Time 
of First Survey Who Have and Have Not Increased Their 
Families Between the Surveys 











| In- 
dpe | crease | | Mean | Mean —_— ana Mean | Mean 
Be i | wy, | Systolic | Diastolic survey | 8 si | Systolic | Diastolic 
1934 Family! ©: | Pressure,| Pressure,| Syst xf | Dia Sti | Change, | Change, 
"| Size | 1954 | 1934 | Dare lPreceure| 1954-8 | 1954-8 
1984.8 Pressure | Pressure 
io i oe = | 
i |SNo} SS | 1126 | 722 |) M70) 73-7 + 87 | +29 
*lyes| 2 | 100 | 650) tt3 | 650 | +25 0 
- No | 35 | 1202 | 739 | 1202) 742 0 | +06 
7 Yes; 10 118-0 75-0 117-3 738 =| 1-5 —2°5 
39. |£No| 28 | 1218 | 782 1226 | 782 | + 16 0 
“ILYes} 22 | 1216 | 741 | 1197 | 754 | —39]} +25 
55 |fNo | 25 | 1235 | 769 | 1253 | 783 | +36] +28 
“1 Yes| 18 | 121-1 744 | 1233 | 725 | +44] +81 
|SNo| Si | 1256 79:8 | 1285 | 820 + $8 | +43 
7 Yes| 12 | 1250 78:3 | 1267 | 804 | + 33 4-2 
< |fNo} 52 | 1285 | 81-5 | 1320 | 837 | +70] +44 
“WLves| “4 | 1525 | 1038 | 1494 | 99-4 63 8-8 
40- No 48 | 131-1 | 83-1 135-1 85-4 + 79 +46 
| Yes | 2 125-0 775 | 1188 | 73:8 12-5 -7-5 
| i | = 
Taste VI.—Mean Systolic and Diastolic Pressures in 1954, Mean 
Inter-survey Systolic and Diastolic Pressures, and Mean 
Change of Pressure 1954-8 for Males Aged 15-50 at Time 
of First Survey Who Have and Have Not Increased Their 
Families Between the Surveys 
In- | | Mean | Mean 
Age | Crease Mean | Mean orang ees Mean Mean 
~~ 2S Systolic |Diastolic| *"¢ er | Systolic | Diastolic 
in ‘ No i survey survey | <i “he 
1o<4) Family Pressure,| Pressure, Ss -iD ,| Change, | Change, 
1954 Size. | 1954 1954 | Systolic | Diastolic) Josq°3 | 1954-8 
11954 ’s ’ . Pressure | Pressure | “~~ 
|fNo;} 40 | 1225 | 764 | 1268 | 7996 | +85 | +63 
Yes | 5 1225 | 73-5 121-0 740 | — 30 +10 
«.|fNo| 26 | 1325 | 844 | 1359 | 863 | +67] +38 
“ Yes 13 1248 | 75-2 126-2 756 | 27 +08 
4< |fNo| 21 | 1280) 830 1316 | 864 | + 7:1 +67 
-Yes| 18 123-3 | 77-2 126-1 | 804 | +56 | +64 
- No | 38 127-9 | 82-4 1299 | 849 | +40] +50 
“ILYes}] 15 | 1322 | 862 1336 | 82 | +27) +40 
3. |JNo | 40 | 1273 | 938 1305 | 858 | + 63 +3-9 
~ |{ Yes | 7 | 1246 | 78-9 127-5 | 825 | +58 | +71 
| } | ; 
3. |SNo | 37 127-1 | 83-2 129-8 | 84-6 5-3 +28 
\ Yes 2 | 127-5 80-0 127:5 81-3 0 +2°5 
is. |J No 42 128-0 8t-1 1326 | 843 | 9-2 62 
I Yes} 2 | 1250] 82-5 131-3 | 838 | +125 | +2:5 


| 
| 


Weight changes are again unlikely to explain the blood- 
pressure association with family size, for in our data 
and in the Board of Trade (1957) survey of women’s 
measurements and sizes women with children are 
somewhat heavier than those without. 

Though selection may play some part in causing the 
difference in pressure between those who did and did 
not subsequently have children, it appears to be less 
important than some change which occurs as a result 
of having a child, which in women can cause an actual 
fall in pressure. The difference in pressure increments 
between those who had children and those not doing so 
ire small in a four-year interval, but the cumulative 
effects on pressure of an active or inactive reproductive 
life, whether they are direct physiological effects or an 
indirect effect associated with standards of living or 
energy expenditure, would be considerable, as judged 
from Tables V and VI. 

It is not unreasonable to expect that the process, 
whatever its mechanism, would account entirely for the 
20 mm. and 9 mm. Hg differences which were found 
previously in systolic and diastolic pressures between 
childless women and women with six children at age 
45-50. For males the greater rise in pressure for those 
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not having children is also large enough to explain the 
considerable differences between men with no children 
and those with large families found previously, without 
introducing hypotheses involving medical selection to 
account for the findings. 


Influence of Salt on Arterial Pressure 


That there are abnormalities of electrolyte metabolism 
and excretion in hypertension is now well established. 
High blood-pressure can be reduced by salt starvation 
(Kempner, 1948) and induced by a very large salt-intake 
in man (Perera and Blood, 1947) and in animals 
(Meneely et al., 1953). Retention of sodium is a well- 
known finding in Cushing’s disease, where hypertension 
is characteristic. Addison’s disease manifests the 
opposite findings. Some workers—for example, Holley 
et al. (1951)}—have found high serum sodium values in 
hypertensive subjects ; others—for example, Cottier ef al. 
(1958)—found no difference in sodium levels between 
normotensive and moderately and severely hypertensive 
subjects, though mildly hypertensive subjects in their 
study showed consistently a slightly high value. Though 
the evidence suggests that hypertensive humans and 
animals have higher sodium values in the body, hyper- 
tensives reject sodium after a saltload to a greater extent 
than do normal subjects (Farnsworth and Barker, 1943 ; 
Farnsworth, 1946 ; Cottier et al., 1958). 

The relationship between blood-pressure levels and 
normal salt intake is less well established. Dahl and 
Love, 1954, 1957) presented evidence that those who 
take additional salt with their food at table have higher 
pressures than those who do not. They questioned 
both men and women about their salt habits but 
confined their analysis to men, in whom they found 
that the prevalence of hypertension (140/90 and over) 
was increased in those taking salt in this way, and much 
increased in those who were both overweight and added 
extra Salt. 

Similar questions to those used by Dahl and Love 
were aSked in this follow-up study, and on the response 
to these questions each subject was classified into one 
of three groups: (1) “high salt intake ”"—for those 
habitually adding extra salt to a cooked meal, without 
previously tasing it; (2) “medium salt intake ”"—for 
those adding extra salt to such a meal only occasionally, 
and after previously tasting it; and (3) “low salt 
intake "—for those normally not taking additional salt 
with such a meal. 

It cannot be assumed that the questions asked 
necessarily detect subjects with different salt-intakes, 
especially in women. It is possible that those women 
who regularly add salt at the table are those who salt 
the food insufficiently in its preparation. The three 
questions asked do, however, produce a clear-cut 
response and classify the population into well-defined 
groups, and there is an interesting sex-difference in the 
response to the questions (Table VID. A _ smaller 


Taste VII.—Response to Standard Questions on Salt Intake 
Habits. Males and Females. 


Salt Intake Group—All Ages 








| High Medium | Low Total 
No. | % | No % | No. % No. | % 
Males | 228 | 489 | 133 | 285 | 105 | 22:5 | 446 | 100 
Females; 183 | 361 | 145 | 286 | 179 | 353 | so7 | 100 
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percentage of women than men are in the high salt- 
intake group (36.1% against 48.9%), and a larger 
proportion are in the low salt-intake group (35.3% 
against 22.5%). Dahl and Love also found a similar 
significant difference in the sex distribution. These sex 
differences in salt habits at table may be occupational 
and due to loss of salt from sweating in men, or may 
merely indicate that women, rightly or wrongly, believe 
that they have added sufficient salt in the kitchen. 

The mean pressures of the high intake and low intake 
groups are shown in Fig. 2. There is no suggestion of 
any systematic difference between the two groups of 
males. Among the females there is a_ consistent 
difference between the two groups, but, surprisingly, it 
is in the opposite direction from that expected from the 
findings of Dahl and Love for males—women who 
habitually add salt show lower systolic and diastolic 
pressures than those who do not. All subjects advised 
to omit salt on medical grounds have been excluded 
from this comparison. Not only had those women who 
habitually take extra salt lower pressures in 1958 than 
those not taking salt, but their pressures had increased 
less in the previous four years, and, except in old age, 
they were lighter in weight (Table VIII). Furthermore, 
their pulse pressures were less in most age-groups over 
age 35, and had increased less rapidly in the preceding 
four years (Table IX). These findings appear to merit 
further investigation. 

Separate analyses showed no correlation between 
parity and salt intake in women, nor between the energy 
expenditure of occupation and salt intake in men. 

These results only suggest that the findings of Dahl 
and Love for American men do not necessarily apply 
in other populations where salt habits may be different. 
Phear (1958) also found in a small series of hospital 
patients a greater proportion of high salt-takers in his 
normotensive than in his hypertensive subjects. The 
questions presumably correlate with salt appetite, but 
we need an indication of how this is related to the 
sodium content of the body, and this is not a practicable 
investigation to tackle by using epidemiological 
techniques. If salt retention is accompanied by a 
smaller appetite for salt, these findings accord with the 
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habits in the 1958 survey 


Taste VIII.—Mean Systolic and Diastolic Pressures (1958), 











Changes in Pressure (1954-8) and Weights (1958). Females 
Aged 15-90, by Salt Intake 
} ; 1 | a BS ne 
Aae| Salt | Mean Mean Cpe Ope Weight 
ag Ba | Systolic | Diastolic} F . 1958 
in | Intake | No. Pees IP | Systotic Diastolic 
1958| Group 1958”! "058 Pressure,| Pressure,) ——————_ 
| 1954-8 | 1954-8) Ib. | kg. 
is. |\fLow | 23 | 1199 | 773 | +30) +15 | 1256 | $70 
P I{ High | 37 117-5 729 |-—20!] -—O1 | 121-3 | 550 
2s |fLow | 37 | 1249 | 810 | +02] +38] 1320] 399 
“>- | High | 38 123-8 794 |+ 54] +44] 1306 | 592 
| 
35. |f Low | 44 1401 | 894 | +95 | +60] 1437 | 652 
‘“ { high | 37 128-7 | 830) +31 | +40] 1382 | 627 
Low | 29 149-4 90-3 | +133 | +52 | 1502 | 68-1 
45 
~ |. High | 28 1386 | 87-2 | +72] +40] 1430 | 649 
| e | 
5s. |S Low | 25 158-7 | 91 | +116 | +22] 1601 726 
°° |5 High | 27 1622 | 91-4 | + 70 | +07 | 151-0 | 68-5 
6s- | Low | 16 187-8 94-2 | +21-3 | +38 146-2 | 663 
High| 9 185-8 | 958 | +117 | +61 | 168-1 | 763 
1sa|flLow] 5 | 2305 | 1025 | +20 |) —70 | 1205 | 547 
“| High| 7 | 1897 853 | +71 | —29 1446 | 65-6 








Taste IX.—Mean Pulse-pressures (1958) and Changes in Pulse- 
pressure (1954-8). Females Aged 15-90, by Salt Intake 








Age | Salt | Pulse- Change in 

in Intake No. | pressure, Pulse-pressure 
1958 | Group } 1958 | 1954-8 
a ne ~ 47-0 + iS 
15- High | 37 44-6 | — 19 
P Low | 37 43-8 - 39 
= High | 38 44-5 + 06 
| Low 44 50-7 + 35 
35 | High 37 45-6 — 08 

' 

Low 29 59:1 + 81 
45- High | 28 51-4 + 32 
Low 25 68-6 + 94 
55- High | 27 70-7 + 63 
Low | 16 93-7 +175 
- | { High 9 90-0 + 56 
Low | 5 128-0 + 90 
3+ | High | 7 104-3 +100 


Taste X.—Mean Values for 24-hour Urinary Excretion of Sodium 
by Systolic Pressure and Salt Intake in Post-menopausal Women 








Systolic Pressure 


Systolic Pressure 
Under 150 mm. Hg 


Over 200 mm. Hg 








| 
} 
Salt — — } 











Intake | Na Output in | Na Output in 
Group | No.of | 24 Hours in | No. of | 24 Hours in 
Speci- | Milli-equivalents | Speci- Milli-equivalents 
meas |————| mens [————_ 
| Mean | SD. | Mean | S.D. 
| | 
Low 26 123,1 42600 | 61 130-7 48-72 
High | 23 | 122-1 36-49 43 146-3 48-31 


general body of evidence relating sodium metabolism 
and pressure. 

We have determined the sodium output in 24-hour 
specimens of urine for four groups of post-menopausal 
women in the sample; all women over age 50 in the 
high intake and low intake groups with systolic pressures 
over 200 mm. or under 150 mm. Hg were asked to 
provide 24-hour urine specimens daily for a week. The 
completeness of the specimens was checked by measure- 
ment of urinary creatinine. The results, based in each 
case on the highest creatinine values (provided they 
varied by less than 25%, which we have found to be 
normal variability on known 24-hour specimens), are 
shown in Table X. 

The hypertensive women in this sample excreted less 
sodium than those with low pressure, whether in the 
high or the low salt-intake group, but the differences 
are not significant at the 5% level. There was no 
difference in sodium output between hypertensive 
women who did and did not add extra salt to their 
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food, but a rather suggestive difference (0.20>P>0.10) 
between the two groups of normotensive women. 


Relationship Between the Survey Findings and 
Mortality Rates 

Though it would be rash to attach much significance 
to the secular change in arterial pressure which seems 
to be occurring amongst middle-aged males in this 
survey unless it is confirmed in subsequent studies, it 
is nevertheless possible that the higher pressures found 
in the second survey are a manifestation of the process 
which is causing the secular trend in male mortality 
from cardiovascular disease. 

The total number of deaths attributed to cardio- 
vascular diseases is increasing in both sexes in Britain. 
Some of the apparent increase is due to changes in the 
age structure of the population ; changes in the habits 
of those responsible for certifying and classifying deaths 
may also have resulted in changes in the reported rates 
fer specific causes of death. Deaths of hypertensives 
are apt to be classified under four main headings: (1) 
hypertensive diseases (/nternational Classification, 440- 
447) ; (2) arteriosclerotic and degenerative heart disease 
(420-422); (3) vascular lesions affecting the central 
nervous system (330-334); and (4) nephritis and 
nephrosis (590-594). 

The last group is small and can be ignored. By 
pooling the other three we can overcome changes in 
certification and classification and get an indication of 
any secular change which is occurring in those diseases 
most directly affected by arterial pressure. 

Between 1950 and 1956 the overall mortality rates 
for males from these three groups have shown a very 
definite increase, which is confined to the middle-aged ; 
there is a clear upward trend in each five-year age-group 
from 25 to 69 (Table XI). In females there is no such 
increase ; indeed, the death rates for the combined group 
are tending to fall in age-groups over 45 (Table XII). 

Examination of the separate groups shows that the 
increase in the male mortality rates is entirely due to 
the arteriosclerotic and degenerative heart disease group. 
The rates for cerebrovascular lesions show no change 
and there is a slight fall in those attributed to 
hypertension in males between ages 45 and 65. It is not 
clear what kind of patients would be certified as dying 
of hypertension, but certainly the majority of hyper- 
tensives who die would not be so classified, but would 
occur in one of these other groups. 

The secular trend in mortality in middle-aged males 
is therefore largely due to coronary artery disease, the 
attack rate of which is significantly higher in hyper- 
tensives (Dawber et al., 1957 ; Chapman et al., 1957). 

The changes in male mortality from coronary artery 
disease are certainly occurring in the same age-groups 
as we have found to show a secular change in pressure. 
In our survey it is the heavy-occupation groups which 
are contributing most to this rise, and it is perhaps 
significant that the Occupational Mortality Supplement 
of the Registrar-General (1958) shows a flattening of the 
downward mortality gradient from social class I to 
social class V between 1930-2 and 1949-53 (Table XIII). 
Furthermore, there is other evidence suggestive of a 
marked secular trend for coronary disease. The 


mortality ratios for 10-year age-groups for 1949-53 
show, in males aged 25-34, a clear reversal of the 
normal downward gradient by social class seen in older 
age-groups (Table XIII). 


The heavy-occupation groups 


TaBLe XI.—Death Rates (Per Million of Living Population) from 
Arterioscleratic and Degenerative Heart Disease (420-422), 
Hypertensive Diseases (440-447) and Vascular Lesions Affect- 








ing the Central Nervous System (330-334). Males, England 
and Wales, 1950, 1952, 1954, and 1956 
| 

Age 1950 | 1952 1954 1956 
15- 18 20 20 18 
20- 40 45 45 42 
25- | 51 66 74 73 
30- 120 126 159 147 
35- | 275 316 330 373 
40- 658 696 748 783 
45- 1,570 } 1,576 1,646 1,727 
50- 3.205 3,349 3,468 3,456 
55- 5,909 | 6,127 6,284 6.512 
60- 11,307 | 11,106 11,237 11,274 
65- 19,273 19,508 19,584 19 466 
70- 33,168 32.986 32,721 33,013 
75- $4,823 56,217 $5,215 56.039 
80- 89.994 95.105 89,589 89,720 
85+ 139,721 155,714 136,932 138,262 














TABLE XII.—Death Rates (Per Million of Living Population) from 
Arteriosclerotic and Degenerative Heart Disease (420-422), 
Hypertensive Diseases (440-447), and Vascular Lesions Affect- 
ing the Central Nervous System (330-334). Females. England 














and Wales. 1950, 1952, 1954, and 1956 

Age 1950 | 1952 1954 1956 
1s- | 10 = | 14 14 12 
20- = 28 25 25 
25- | 35 31 44 36 
30- | 84 | 74 2 83 
3 | 163 155 179 143 
40- | 290 315 317 297 
4s- | 762 760 681 669 
so- | 1,586 1,646 1,466 1,347 
55- 3.058 =| ~—s«3,030 2/847 2'708 
6- | 637% | 5,979 5.796 5.631 
65- 12.528 11.993 11,625 11,290 
70- 24.533 22:791 20,368 21.999 
75- | 45,468 42.508 41,327 41.163 
80- 77.827 | 75,774 71.802 | 72.482 
85+ 128,062 | 138,754 


124,770 | 128,486 


Table XIII.—Standardized Mortality Ratios (20-64) for Coronary 
Disease by Social Class, 1930-32 and 1949-53, and Mortality 














Ratios for Coronary Disease by Social Class (1949-53). Males 
(Registrar-( Gene ral, 195 8) 
Social _S.M.R.s (20-64) | | a _ Mortality Ratios oa 
Class | 1930-32 | 1949-53 | 25-34 | 35-44 | 45-54 | 55-64 
I 237 | 147 | 81 108 144 154 
II : 147 | 110 86 104 110 111 
1 | 9% | 105 100 102 108 
IV 67 79 84 80 78 
89 128 108 93 86 


Vv | 67 
= 


are apparently starting to show higher mortality than 
those engaged in lighter work ; our survey findings may 
be reflecting this trend. 

Further confirmation of the relationship between 
hypertension, physical activity, and ischaemic heart 
disease has been provided by Morris and Crawford 
(1958). In their analysis of a national necropsy survey 
they found that hypertension, based on clinical and 
pathological findings, was less common and occurred 
10 to 15 years later in men previously employed in 
heavy occupations than in others ; they also found that 
within each occupational group, graded according to 
physical activity, myocardial scarring was commoner 
in those with evidence of hypertension. When the social 
classes were broken down into groups categorized by 
physical activity and graded as light, active, and heavy, 
these occupational groups showed no social class trend 
in ischaemic heart disease, but the relationship between 
myocardial fibrosis and physical activity was then 
evident within single social class groups. 

Mortality by marital status is not given in any detail 
in the Registrar-General’s reports. An analysis of 
deaths in the United States for the years 1949-51 (U.S. 
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Public Health Service, 1956) shows much higher rates 
for cardiovascular deaths at all ages for the single, 
widowed, and divorced males than for the married. The 
differences are even more pronounced for the non-white 
population. Among females the widowed and divorced 
show a similar excess mortality from these causes ; 
single coloured women also show a very marked excess. 
Single white women, both in the United States and in 
Britain, show no excess cardiovascular mortality. 

This favourable mortality experience of the married 
is not confined to the cardiovascular group of diseases, 
however ; similar results are found for such diverse 
conditions as pneumonia, peptic ulcer, and cirrhosis of 
the liver. There are many mechanisms which may 
account for such findings, and it is impossible to 
determine to what extent they are due to a beneficial 
influence on health of married life ; to the deprivations 
and worries of the single, widowed, and divorced ; or 
to the health selection which occurs at marriage. 

We have, fortunately, too few deaths in this follow-up 
study to be able to relate our blood-pressure readings 
to mortality rates or expectation of life, and too few 
widowed and divorced to warrant their separate analysis 
until further material is available. 


Conclusions and Summary 

The results of the first follow-up survey of arterial 
pressure in the population of one of the Welsh mining 
valleys are reported. The original measurements were 
made in 1954 on a random sample of this population 
and all first-degree relatives living within 25 miles. 
Repeat readings were made four years later. at the same 
time of year, in 1958. The recordings were all taken 
by one observer, under identical circumstances, without 
reference to previous readings. 

The results suggest the possibility that arterial 
pressure, when full allowance is made for age, may 
be increasing in middle-aged males. This trend is 
occurring to a greater extent in men previously engaged 
in heavy jobs, though they still have lower pressures 
than those previously in light occupations. These 
findings are discussed in terms of the secular trend in 
mortality from cardiovascular diseases reported by the 
Revistrar-General. 

Blood-pressure was again found to correlate with 
family size, and increases in pressure were less in those 
subjects who had children during the four-year interval. 
The differences in the rate of increase of pressure with 
age between those having children and those not having 
them appeared sufficient to explain the marked 
difference found previously between childless men and 
women and those with large families. 

In women, those adding salt at table to cooked meals, 
who presumably have a larger salt appetite. were found 
to have lower blood-pressures and smaller _pulse- 
pressures in 1958, to have gained less in blood-pressure 
and pulse-pressure during the previous four years, and 
to be lighter than women who do not take additional 
salt in this way. No comparable differences were found 
in the men. 

1 should like to record my thanks to the people of the 
Rhondda Fach, who have again so willingly co-operated 
in this survey; to my colleagues at the Pneumoconiosis 
Research Unit, in particular Dr. J. C. Gilson, the Director, 
and Dr. A. L. Cochrane and Mr. P. D. Oldham for valuable 
discussion and advice ; to Dr. T. G. Morris for the analyses 
of sodium output; to Miss G. Jones and all members of 
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the field survey team who helped with the collection and 
analysis of the material, and especially Miss L. Roberts, 
who provided secretarial help, and Mr. F. Moore, who 
assisted with all the field work. 
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METHOTREXATE IN TREATMENT OF 
METASTASIZING CHORIONCARCINOMA 
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F.R.C.S. 


[The known predilection of chorioncarcinoma to 
penetrate blood vessels and metastasize early makes it 
obvious that treatment must be immediate if it is to be 
successful. Once metastases have appeared they may 
be treated as they are found, but the long-term results 
in proved cases of chorioncarcinoma are disappointing. 

Reports on the treatment of these advanced cases 
with folic acid antagonists and 6-mercaptopurine have 
come from America, but so far there has been no 
comparable group of cases reported from this country. 
The case detailed below, though ultimately fatal, is 
reported in the hope that interest may be aroused in 
this form of therapy, which may be of value in certain 
of these advanced cases. 

Dosage of Methotrexate in Chorioncarcinoma- 
Hertz et al. (1958) recommended a dosage of 1-4.5 mg. 
per kg. body weight for the first course of treatment, 
to be followed by subsequent courses in which a dose 
of 2.5 mg. per kg. body weight was employed. The 
calculated amount of methotrexate was given, either 
orally or by the intravenous route, in divided doses daily 
over each five-day course. This dosage is in excess of 
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the amounts normally given in the treatment of acute 
leukaemia, in which condition the drug has been 
employed with some success. The oral route of 
administration is preferable. 

Toxic Effects of Methotrexate.—In the cases reported 


by Hertz et al. (1958), reversible toxic effects 
encountered during treatment included stomatitis, 
glossitis, pharyngitis, marrow depression, petechiae, 


anorexia, emesis, proctitis, and diarrhoea, the pattern 
varying from patient to patient. With the exception 
of marrow depression, all the above toxic effects were 
encountered in the case here reported ; severe melaena 
was a further complication in this patient. 
Investigations Made Before and During Therapy. 

These were listed by Hertz er al. (1958), the patient 
being weighed in order to calculate methotrexate dosage, 
the daily urinary gonadotrophin output estimated, 
marrow biopsy performed, a full blood count made, 
and the blood urea estimated. During the course of 
treatment daily estimations of the body weight, fluid 
intake and output, urinary gonadotrophin excretion, 
haemoglobin level, white-cell count, reticulocyte count, 
platelet count, and blood urea were made and weekly 
assessment of palpable metastases was performed. In 
addition, serial chest x-ray films were taken. 


As methotrexate is excreted largely in the urine, an 
adequate fluid intake is essential, and hepatic or renal 
dysfunction would be a contraindication to the intensive 
therapy outlined. Maximum toxic effects are 
encountered four to five days after the completion of a 
course of the treatment and are not controlled by with- 
drawal of the drug. Further courses of treatment are 
therefore not started until all toxic effects have 
disappeared. 


Case Report 


A married woman aged 35 was admitted to hospital an 
November 29. 1958, with vaginal haemorrhage following 
a normal confinement at home 19 days previously. The 
uterus was bulky, and retained products of conception were 
obtained at curettage. The microscopical report showed 
organizing blood-clot with fragments of degenerating 
chorionic villi and trophoblastic tissue. She was discharged, 
free of bleeding, four days later, but was readmitted on 
December 31 with further vaginal bleeding. Examination 
under anaesthesia revealed the uterus to be bulky, and 
further retained products were obtained from curettage. 
Microscopical examination showed degenerate products of 
conception present, there being some patchy polymorpho- 
nuclear infiltration of the tissue. 

The patient was discharged, free of bleeding,. 10 days 
later and was not seen again until she attended the out- 
patient department on February 16, 1959. She stated at 
this time that bleeding had recurred some two weeks after 
she had left hospital, but that she had not sought medical 
advice aguin until the present attendance. 

On examination she was febrile, looked ill, and had lost 
weight. Abdominal examination revealed a mass present 
in the hypogastric region, equivalent in height to a 14-weeks 
pregnancy. The origin of this mass was felt to be uterine, 
and this was confirmed on bimanual palpation, both tubes 
and ovaries being involved in the mass. Speculum examina- 
tion showed the cervix to be normal. but there was a 
reddish-blue, haemorrhagic, polypoidal mass _ present 
involving the right lateral fornix of the vagina and 
measuring 4 cm. in diameter (Fig. 1). A diagnosis of chorion- 
carcinoma with metastatic spread was made, and the 
patient was admitted for further investigation and treatment. 

Investigations —Chest x-ray examination (Fig. 2) revealed 
a rounded opacity in the right mid-zone and a second 
Opacity at the right base, the appearance being that of 
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metastases. Blood count: haemoglobin, 11 g./100 ml; 
white cells, 11,000/c.mm. Hogben test: positive neat and 
in dilution, 

Examination under anaesthesia on the day after admission 
confirmed the previous findings. A biopsy of the mass in 
the vaginal wall showed blood-clot with large hyperchro- 
matic trophoblastic tissue cells with large bizarre nuclei. 
The appearances were those of a _ chorioncarcinoma 
involving the vaginal wall. 

In view of the widespread metastases, it was decided that 
the patient should be treated with “methotrexate” 
(4-amino-N‘°-methyl-pteroylglutamic acid) after preliminary 
haematological investigation. 


Progress 
Methotrexate therapy was begun on February 23, and 
this and subsequent courses of treatment are shown in 




















Fic, |.—Appearance of vaginal metastasis before methotrexate 
and 6-mercaptopurine therapy. 











Fic. 2.—Chest x-ray film before beginning of treatment. 
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Fig. 3. 24 days after treatment had started there was a 
diminution in the size of the tumour mass in the pelvis 
and of the vaginal metastasis. Chest x-ray examination 
revealed more metastases present (Figs. 4 and 5), though 
there had been no increase in size of the ones present in 
the earlier films. 38 days after the beginning of treatment 
there was an increase in the size of the tumour mass. In 
addition to methotrexate, 6-mercaptopurine was given in 
a dosage of 300 mg. daily for the five days of the course 
and continued thereafter as a daily dose of 100 mg. This 
dosage of 6-mercaptopurine is greatly in excess of the 
dosage normally employed when the drug is used for the 
treatment of acute leukaemia 

Shortly after this combined therapy was begun there was 
almost complete regression of che vaginal metastasis (Fig 
6), considerable diminution in the size of the abdomino- 
pelvic mass, and marked suppression of the urinary 
gonadotrophin output, the latter being completely negative 
on two occasions 

Seventy days after the beginning of treatment there was 
a slow deterioration in the condition of the patient, with 
increase in the size of both primary and secondary growths, 
and an increase in the output of urinary gonadotrophins. 
An attempt was made to immunize her to the cells of her 
husband (Doniach er al., 1958), but it was not possible to 
assess the value of this procedure, as she was transferred 
one week later for assessment for pituitary ablation with 
radioactive yttrium. 

Three days after transfer, small-bowel obstruction 
occurred, and though this obstruction, due to inflammatory 
adhesions to the pelvic mass, was relieved, she developed 
ileus, began to bleed heavily from the vagina, and died 
10 days alter operation. 
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Fic. 4.—Chest x-ray film after three weeks’ treatment. 
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Fic. 5. 


Chest x-ray film four weeks before death, showing 
marked increase in size of pulmonary metastases. 


At necropsy the uterus, uterine tubes, and ovaries were 
involved in the mass of neoplastic tissue, the vagina also 
being invaded. Both lungs contained multiple metastases, 
one of which had begun to invade the chest wall. Micro- 
scopy confirmed that the metastases were chorioncarcinoma. 

No further urinary gonadotrophin estimations were made 
during this period immediately preceding death. 


Discussion 


Folic acid is known to be essential for the growth of 
the female genital tract and for normal embryonic 
development. Hertz and Sebrell (1944), Hertz (1948a, 
1948b), and Hertz and Tullner (1949) demonstrated the 
inhibition of oestrogen-induced growth in the chick 
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oviduct and monkey uterus in animals maintained on 
a folic-acid-deficient diet or treated with antagonists of 
either folic acid or adenine. The mode of action of the 
folic-acid antagonists is as an antimetabolite to folic 


acid, probably by inhibiting the cana Sa ES 


metabolite of 2 adenine pr hypoxanthi ine and acts on 
cell nuclei. 


It “was therefore postulated that chorioncarcinoma 
and related trophoblastic tumours, originating in foetal 
chorion and initially involving the uterus, might prove 
responsive to treatment with the folic-acid antagonists. 
Initial experience in the treatment of such tumours with 
the folic-acid antagonist methotrexate was then reported 














Fic. 6.—Disappearance of vaginal metastasis following treatment. 


(Li et al., 1956, 1958). The latter authors state that 
treatment with methotrexate and 6-mercaptopurine 
produced a response in females with these tumours, but 
that there was no response in the case of such tumours 
occurring in the male, even if oestrogen was 
administered at the same time. It was postulated that 
in the female the growth arose from the foetus and was 
therefore homologous with, but not arising from, 
maternal tissue, whereas in the male the tumour in ‘the 
testis was truly autogenous, and that this might explain 
the difference in response to therapy. 

Hertz et al. (1958) discussed the results of treatment 
with methotrexate of 27 patients who _ presented 
unequivocal radiological, hormonal, or clinical evidence 
of metastatic trophoblastic tissue. They stated that such 
tumours present a unique quantitative biological 
indicator of their extent and progression in terms of 
the patient’s urinary excretion of chorionic gonado- 
trophic hormone and that the latter hormonal titre 
(measured in mouse uterine units per 24 hours) may be 
used as a guide in the clinical evaluation and response 
to therapy. It was also noted that a value of 200 mouse 
uterine units or less, per 24 hours, was normal, as this 
figure was found in patients not suffering from chorion- 
carcinoma or related trophoblastic tumours..who had 
previously undergone bilateral oophorectomy. 

Of the 27 cases described, remissions varying from 29 
to 2 months were obtained in all but one patient who 





had received more than one course of therapy. In five’ 
patients continuing remissions had been attended by 
no radiological, physical, or hormonal evidence of 
residual disease ; in 11 patients with initial remission, 
variable methotrexate resistance had been encountered 
with varying manifestations of residual disease; 6 
patients with initial response had developed resistance 
to methotrexate and died; one patient died of drug 
toxicity during remission, and drug toxicity was felt to 
have contributed to the death of two other severely 
debilitated patients. 


The reported case therefore falls into the third group 
described by Hertz et al. (1958)—namely, that there was 
initial response to therapy, followed by resistance to 
methotrexate and death. It was not possible to assess 
the effects of the attempt which was made to immunize 
the patient to her husband's cells, and it was unfor- 
tunate that the general condition of the patient was such 
as to render pituitary ablation impossible. It was felt 
that the latter procedure might effect some improvement 
in a condition in which hormone dependency may play 
a part in the natural history of the disease. 


No attempt has been made to draw any conclusions 
from the case described, which has been reported in 
order to draw attention to this form of therapy. 
Difficulty in the collection of a sufficient number of 
patients suffering from the advanced form of this 
uncommon disease is obvious, but it is suggested that 
here, as in America, this form of treatment should be 
tried. The effect of pituitary ablation in those cases 
which become resistant to therapy with methotrexate 
and 6-mercaptopurine is not known, but this method 
may be of value. 


Summary 


The effect of methotrexate and 6-mercaptopurine 
therapy on a patient with metastasizing chorion- 
carcinoma is described. A plea is made for collection 
of such cases and for a larger trial of this form of 
treatment. v 


I thank Mr. Alistair Gunn and Mr. W. P. Greening for 
their permission to publish the case; Dr. E. N. Allott for 
his advice and help in management; and Dr. H. 
Schwabacher for the serial gonadotrophin estimations. The 
intravenous methotrexate was supplied from America by 
Messrs. Lederle. 
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Over £1m. is to be spent on new building projects in the 
next three years, the National Spastics Society was told at 
its annual meeting in London on October 3. Mr. I. D. 
DAWSON SHEPHERD, the chairman of the society, said that 
the programme included a grammar school for spastic 
children (£180.000), a school for the educationally subnormal 
(£150,000), and a centre for ineducable children (£170.000) 
which he described as “ the first of its kind in the world.” 








1214. Dec. 5, 1959 

LONG-TERM RESULTS IN TREATMENT 

OF DIABETES MELLITUS WITH THE 
SULPHONYLUREAS 


BY 


Cc. K. GORMAN, M.B., B.Ch. 
Senior House Officer 
AND 
J. A. WEAVER, M.D., M.R.C.P. 


Senior Registrar 


Metabolic Department, Royal Victoria Hospital, Belfast 
There is no general agreement about the mode of the 
hypoglycaemic action of the sulphonylurea compounds. 
The experimental results have been so_ diversely 
interpreted as to indicate either a depression of hepatic 
glycogenolysis (Anderson et al., 1956; Stowers et al., 
1958) or an increased peripheral utilization of glucose 
(Goetz et al., 1956: Lundbaek et al., 1958). However, 
there has been unanimity that the type of diabetes 
suitable for treatment with these drugs is the mild 
form in a middle-aged or elderly patient who is not 
liable to ketosis; if the patient is already being treated 
with insulin the dose should be less than 40 units daily 

At the Diabetes Clinic, Royal Victoria Hospital, 
Belfast, 291 patients have been treated with tolbutamide 
(36 of these were initially treated with carbutamide) 
for periods between 6 months and 2} years (April, 
1956, to October, 1958). The distribution in terms of 
time since the beginning of treatment is as follows: 
onger than 24 months, 39 cases; 18 to 24 months, 
5 12 to 18 months, 100 cases; 6 to 12 months, 
17 cases. The results have been studied to find how 
correct is the general concept of the type of patient 
suitable for treatment, particularly with regard to the 
Since the site of action of tolbutamide 


5) Cases ; 


long-term results 
is unknown, the problem has arisen whether the basic 
use. We have 
carbohydrate 


influenced by its 
changes in 


State 1S 


therefore tried to 
tolerance in some of these patients after a period of 


diabetic 
assess 


prolonged treatment 


The Patients 

Of the 291 patients, 60 had previously received 
treatment with insulin. The remaining 23! had been 
ittending the clinic for periods between a few months 
ind 20 years. An attempt to control the diabetes by a 
eduction of the amount of carbohydrate in the diet had 
been made in all instances. The patients with a prolonged 
period of previous dietetic treatment had been well 
controlled until recent visits to the clinic, when it had 
been discovered that the hyperglycaemia and glycosuria 
were increasing despite adherence to the diet. Control 
of the diabetes was assessed by means of the estimation 
of the fasting (post-absorptive) blood glucose by the 
Bourne (1930) modification of the Folin 
ind Wu method. Venous blood for this was drawn at 
7.30 a.m., 11 a.m., 4.30 p.m., and 10 p.m., no food 
having been taken in each instance during the previous 
three hours. The amount of sugar in the urine, as 
issessed by “ clinitest,”” was used only as a rough guide 
to the state of control, except in cases where the total 
Assessment 


Herbert and 


24-hour excretion of sugar was estimated. 
yf the severity of the diabetes and of changes in 
carbohydrate tolerance was done on the results of an 
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intravenous glucose-tolerance test and the calculation 
of the glucose assimilation coefficient “ K ” as described 
by Conard et al. (1953). 


Results 


Ihe response to sulphonylurea treatment of the 231 
patients who had not been treated previously with 
insulin is shown in Table I. 





Tas_e I.—Response to Sulphonylurea Treatment of 231 Diabetic 
Patients Not Previously Treated with Insulin 
Success | Failure 
Males Females Males Females 
No. “4 6|l«(Cit |lClCt 
Average age (years) 63 65% 56,” 66 
Duration of diabetes (years) ! > | 34 3 
Average weight (Ib.; kg.) | 154; 69-9 | 139; 63 | 131; 59-4] 129; S8-s 
Average fasting blood glu- | , 
cuse: | | 
Before treatment (mg. } 
100 mil.) 199 233 294 276 
After® treatment (mg 
100 mi.) 107 =| «#61230 23 225 
Average fasting blood glu- | | 
cose now i 103 | 117 - | — 


| | 


All blood-glucose values are the mean of four tests 
after start of treatment 


* Taken 10-14 days 


Sex and Age 

1 here is a 2.5 to | ratio of females to males in the 
entire series, but this is not an unexpected finding in a 
group of diabetic patients over 40 years of age. In 
the female group the proportion of initial failures to 
treatment was 15%, whereas in the males it was 30%. 
When the occurrence of failure among the females and 
males was compared in a 2 x 2y? table, it was seen that 
the incidence of failure in the males was significantly 
higher (0.02>P>0.01). However, though the males were 
all over 40 years old, their average age was lower than 
that of the females, and this finding was, more 
pronounced in the failure group than in the success 









































































































































group. The effect of age by decades on the response 
AGE 
‘.. © =. 06 =.=. YEARS 
7% 8% 10% 
48% 
50% | FAILURE 
SUCCESS 
TOTAL 
25 70 96 80 20 No, 
CASES 
Fic. |.—Effect of age on response to treatment. 
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to treatment is shown in Fig. 1. The higher incidence 
of failure below the age of 50 was associated with the 
large number of males in this group. Over the age of 
80 a high incidence of failure (in both sexes) was also 
noted. 

Duration of Diabetes 

[The male “ successes ” had a shorter average duration 
of previous diabetes (1 year 8 months) than either the 
male “failures” or the female group as a whole (3 
ears 6 months). In Fig. 2 it will be seen that, whereas 
the duration of previous diabetes had little effect on 
the response in the females, in the males there was a 
difference between a short and a long duration of the 
diabetes. 

Severity of Diabetes 

The average initial fasting blood glucose in the 
successful cases was lower than in the failures, and this 
was most pronounced in the male group (Table 1). 
This finding is further illustrated in that 44% of the 
failures had average initial blood sugars greater than 
300 mg./100 ml. 
whereas only 3%, of 
the successes had 
average initial 
slice] ies ed figures in excess of 

a TM this. The average 
TTT] ss rare initial amount of 
glucose excreted in 
24 hours by a group 
(eight patients) with 
a successful response 
was 22.6 g., whereas 
a similar group of 
failures had an aver- 
age excretion of 67.5 
g. in 24 hours. In 
the successful cases 
glycosuria ceased or 
was greatly de- 
creased ; the highest 
excretion after treat- 
ment was 9.5 g. in 
24 hours. Ketone bodies could not be detected 
by “acetest” tablets in the urine of any patient 
responding to treatment, but were present in the urine 
of one-third of the patients who did not respond. Even 
among those who did not respond to treatment a further 
difference in behaviour can be seen. During the initial 
10 days of treatment the patients without ketosis showed 
an average fall of 66 mg./100 ml. in the fasting blood- 
glucose levels. The patients with ketosis had practically 
no alteration in the fasting blood-glucose (an average 
fall of 16 mg./100 ml.) on tolbutamide treatment. It 
was found that an initial period of insulin therapy 
resulted in the development of partial responsiveness to 
tolbutamide in some of these patients, and in three cases 
the response was sufficient to permit long-term oral 
treatment. 

The fasting blood glucose in the successful cases at 
10-12 days after treatment illustrates the response that 
can be achieved by tolbutamide. In some patients 
satisfactory blood-glucose levels were obtained as early 
as the third or fourth day of treatment, but usually we 
have found it advisable to await the results of the 
second week before finally deciding the nature of the 
response. However, 7% of the successful group had 
only partially successful results at the end of the second 
week of treatment (average fasting blood glucose 160- 
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TOTAL 
6 NO. 
CASES 


51 32 79 18 35 


Fico. 2.—Effect of the duration of 
previous diabetes on response to 
treatment. 


Cc 


200 mg./100 ml.) but later tests at one to two months 
showed. that satisfactory levels had been attained 
(<160 mg./100 ml.). 


Secondary Failures 

Eight patients (3%) have developed “secondary 
failure ” after a period of treatment—that is, an initial 
successful response has been followed by a deterioration 
in diabetic control. All were females, their average 
age was 67 years, and the previous duration of diabetes 
averaged 4} years. In none of these patients had the 
initial fasting blood sugars been greater than 300 mg. 
100 ml., but their average initial response to treatment 
had been less than the general average (average fasting 
blood sugar at 10 days was 133 mg./100 ml.). Failure 
had become established in each case between the sixth 
and twelfth months of treatment, though a gradual prior 
deterioration in the state of control had occurred for 
two to three months. 


Weight 
The patients were divided into three groups—obese, 
normal, and thin—on the basis of their initial weight. 
The thin patients did not appear to respond as well to 
treatment as either the normal or the obese patients 




















































































































(Fig. 3), but this 

difference was not OBESE NORMAL eras 

significant at the 5% 1% sg 32%  JFAILURE 

level, owing possibly 

to the small number 

(22) of thin patients 

in the group. SUCCESS 
During the period 

of treatment there 

was no significant TOTAL 

change in the - as - 1 

average weight of Fic. 3.—Response to treatment in 


the females (139 Ib. relation to patients’ weight. 
—63 kg.) or of the 

males (154 Ib.—69.9 kg.) successfully treated. In the 
entire group of successfully treated patients 48% gained 
weight, 47% lost weight, and in 5% the weight was 
unaltered. No correlation could be detected between 
the progress of the patients and their changes in weight, 
except that in the secondary-failure group seven of the 
eight patients gained weight, but in only two of these 
was the gain greater than 10 Ib. (4.5 kg.). 


Diet 

The patients had been placed under dietary control 
(carbohydrate portion of the diet weighed) before 
starting tolbutamide treatment. The average calorie 
content of the diet was 1,400, with a range of 1,000 to 
2,200 calories ; however, the majority of the diets were 
below 1,700 calories. In order to study what effect the 
limitation of carbohydrate and calorie intake had on 
the degree of response to treatment, a group of 30 
patients were given a 400-calorie (70 g. of this being 
carbohydrate) increase in their diet. At the end of the 
two months the average fasting blood sugar of the group 
as a whole showed little change—107.5 to 106 mg./ 
100 ml, but their average weight had increased by 
3 Ib. (1.4 kg.). Eight patients had a gain in weight 
greater than 5 Ib. (2.3 kg.). The study was discontinued, 
as it was felt that, while strictness of the dietary control 
did not affect the blood-glucose levels, the rise in body 
weight was undesirable. One of the 30 patients became 
a secondary failure during this two-months period. 
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Changes In Carbohydrate Tolerance 

At the onset of treatment intravenous glucose- 
tolerance tests were carried out in 62 patients. Control 
Studies on normal subjects with the glucose method of 
estimation used by us gave a K value between 1.5 and 
2. In diabetic subjects K ranges from 1.5 to 0, the 
lowest values indicating the more severe degrees of 
reduced carbohydrate tolerance. 

The glucose assimilation coefficient K at the beginning 
of treatment had an average value of 0.77 in 50 
successful cases. This test was then repeated in these 
same patients at periods varying between six months 
and one year after the onset of treatment. The average 
value of the second test was K=0.97. When these 
values were compared by Fisher's t test the difference 
was not significant—0.10>P>0.05. In 12 patients of 
the failure group the initial average K value was 0.41 
Only two of the patients in this group had a K value 
greater than 0.6. Five of the patients who eventually 
became secondary failures had initial intravenous 
glucose-tolerance tests performed, the average being 
K =0.53. 

Value of an Acute Test 

It has been proposed by various workers that cases 
suitable for treatment with the sulphonylureas can be 
selected by their response to a single oral dose of these 
compounds. A fall of 30% in the blood sugar from 
the fasting level at three to four hours is regarded as 
indicating suitability for long-term treatment. An initial 
acute test was done in SI patients: the results are 
shown in Table II. 

Tasie If, 


in 51 Patients 


Results of An Acute Response Test to Tolbutamide 
Percentage Fall at 3 Hours in Fasting Blood 


Fall Long-term Long-term 
Successful Patients Failure Patients 
10% 2 | 9 
10-20% ? | 4 
20. 30% | 4 | 5 
30-40, 5 | 3 
> 40%, 13 4 


It will be seen that while the results of this test give 
a useful indication of the type of long-term response 
there are too many exceptions for it to be reliable. 


Cases Previously Treated with Insulin 

Sixty patients have been transferred from insulin 
treatment. This number is rather a small proportion 
of the total cases treated, and there are still some 
patients attending the clinic on treatment with insulin 
who would be suitable for transfer to oral treatment. 
It is probably ideal but not essential that cases should 
be transferred from insulin to oral treatment as in- 
patients; it is for this reason that the numbers in this 
group are small. We have details of three patients who 
developed moderate-to-severe diabetic ketosis (requiring 
intravenous fluids for correction) when transfer from 
insulin to tolbutamide was attempted on an out-patient 
basis. On the other hand, an intelligent patient able 
to test his own urine for sugar and ketones is usually 
at no great risk when transfer as an out-patient is made. 

The average age of the 60 patients successfully 
transferred was 68 years and the average previous dose 
of insulin was 22 units daily. The largest previous 
insulin dose was 68 units daily, and seven patients had 
daily insulin doses in excess of 40 units. The effect of 
previous insulin dose on the response in adult onset 


diabetes indicated that all the patients receiving under 
10 units daily responded, that two-thirds responded if 
the previous insulin dose was 10-30 units, and that one- 
third responded if the dose was greater than 30 units. 
Two patients had been on insulin treatment for 22 years, 
and a third of the patients had been so treated for 
longer than 10 years. 


Treatment 

Dose of Drug.—Tolbutamide was given after meals 
two, three, or four times daily. The present distribution 
of the successfully treated patients according to daily 
dose is 1 g.. 17%; 15 8. 22%; 28. SE; 386. 
21%. During the period of treatment it was found 
possible to decrease the original maintenance dose in 
some patients. Patients showing progressively less 
satisfactory blood-sugar results had the dose of 
tolbutamide increased to the maximum of 3 g. All the 
patients who developed a secondary failure required the 
larger doses (either 2 or 3 g.) from the beginning of 
their treatment. 

Toxic Effects—The toxic effects observed in the 
whole series of patients over 24 years were few. In 
three patients treatment had to be stopped because of 
nausea and vomiting. One of these had a previous 
history of peptic-ulcer and dyspepsia. In two other 
patients treatment was persisted with despite some 
nausea, and it was found that this symptom soon ceased 
iu three patients (one had a previous history of eczema) 
an itchy papular skin rash occurred. One patient 
complained of generalized aching muscular pain, which 
ceased on stopping treatment. 

Cessation of Treatment.—Oral treatment has been 
completely stopped in five patients. In three of these 
relapse occurred and treatment was started again at 
one, two, and six months after the original course was 
stopped. The other two have remained in good control 
for two and five months respectively. 

Control During Infections—-Three patients have 
become mildly ketotic during acute pulmonary 
infections and were changed temporarily to insulin 
treatment. On the other hand, some were acutely ill 
with influenza during the autumn of 1957 without loss 
of “ diabetic control.” 

‘Discussion 

This study summarizes our clinical experience with 
the oral treatment of diabetes over a period of 24 years 
The results do nothing to explain the mechanism by 
which the sulphonylureas exert their hypoglycaemic 
action, except that, even within a group of relatively 
mild adult cases of onset diabetes, those not responding 
to treatment have a more severe form of the disease 
than those who respond. In non-responsive as opposed 
to responsive patients, the fasting blood glucose and the 
24-hour urinary excretion of glucose were higher, the 
excretion of urinary ketone bodies was more common. 
and the intravenous glucose-tolerance test showed less 
ability to utilize glucose. These findings support the 
concept that patients responding to the sulphonylureas 
have some endogenous insulin _ secretion. The 
dependence for success of these drugs on endogenous 
insulin has led to the hypothesis that they act either by 
augmenting the circulating insulin or by rendering it 
more effective. As against this, the experimental work 
has failed to demonstrate the concomita of an increased 
peripheral insulin effect, such as the fall in the serum 
phosphate, the rise in pyruvic-acid level, and the increase 
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in the arteriovenous glucose difference (Moorhouse and 
Kark, 1956; Purnell et al., 1956). 

In a previous study we were unable to demonstrate 
by the rat-diaphragm technique any increase in the 
insulin-like activity of the serum in diabetic patients on 
tolbutamide treatment (Weaver ef al., 1958). However, 
should the hypoglycaemic properties of sulphonylureas 
be due entirely to a depression of hepatic glycogenolysis, 
such an effect is probably manifest only if it is associated 
with some peripheral utilization of glucose, and hence 
the dependence on insulin. 

The finding that males are less likely to respond than 
females might be expected from the results of Wrenshall 
and Hamilton (1957) on the levels of insulin extractable 
at post-mortem examination from the pancreas of 
diabetic subjects. Their study showed that, at an 
equivalent age and duration of diabetes, males had a 
lower content of pancreatic insulin. The greater 
incidence of failure in patients over 80 years may be 
related to the observation of Joslin et al. (1952) that 
diabetes at this age resembles more the juvenile than 
the average adult onset type. Changes in weight in 
relation to the degree of diabetic control (as judged by 
the blood-sugar levels) have been relatively unimportant 
during the period of study, except that some control of 
the diet is necessary to prevent these patients gaining 
weight rapidly. Neither the duration of previous 
diabetes nor the duration of previous insulin treatment 
seemed to be of any importance in determining the type 
of response in the female. The duration of previous 
diabetes may be of some importance in the male. 


As regards the severity of the diabetes, the findings 
of Dunlop (1957) that a patient with a fasting 
blood sugar greater than 300 mg./100 ml. is unlikely 
to respond seems to be an important differential criteria. 
The presence of ketones in the urine even in “ trace” 
quantities, lessened (or almost excluded) the chance of 
1 successful response. An acute test for selecting 
responsive patients is of limited value only. The 
previous dose of insulin seems to be important, and the 
chance of failure increases greatly when the total daily 
dose is more than 30 units. On the other hand, the 
duration of insulin treatment does not seem to influence 
the result. In patients already on insulin treatment the 
the best criteria for the selection of suitable cases for 
the trial of oral treatment are a history of an original 
mild onset of the diabetes, original fasting blood-glucose 
values less than 300 mg./100 ml., and absence of ketones 
from the urine. The patient’s progress on treatment 
with insulin should have been relatively uncomplicated, 
particularly in regard to an absence of sudden 
fluctuations in the degree of diabetic control. During 
prolonged treatment the difficulties encountered are few, 
toxic effects are slight, and secondary failure is rare. 
During acute infections, the patient should be watched 
carefully for signs of ketosis. 

The most significant observation in this study is that 
prolonged treatment with tolbutamide does not appear 
to lead to a deterioration in the diabetes. The intra- 
venous glucose-tolerance tests performed at the onset 
and after prolonged treatment indicate that this drug 
has not adversely affected the disposal rate of sugar in 
these patients. The possibility of eventual “ P-cell 
exhaustion ” has been mentioned in earlier reports, but 


these results on the assimilation rate of intravenously 
administered glucose appear to exclude this, at least in 
terms of treatment for up to one year. 


Summary 

The results of oral therapy with tolbutamide in 29] 
diabetic patients treated for periods up to 24 years have 
been studied. 

The findings with regard to the type of patient 
suitable for this treatment are largely in agreement with 
the previous studies of other workers. 

A difference not previously reported in responsiveness 
of males and females was noted. 

Studies on the assimilation of glucose administered 
intravenously indicated that the ability to utilize 
carbohydrate had not been adversely influenced by 
prolonged tolbutamide treatment. 


We thank Dr. J. A. Smyth, who was physician in charge 
of the metabolic unit during the period of this study. 
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In 1954 Dent and Philpot published an account of a 
patient with “ xanthinuria.” The only symptoms were 
urinary, and proved to be due to xanthine stones in the 
urinary tract. Chromatography of the urine showed a 
constant biochemical abnormality, in that xanthine and 
not uric acid was the predominant purine present, no 
other purines being found in detectable amounts. No 
purines at all could be demonstrated in the plasma by 
the chromatographic methods used, but these were not 
sensitive enough to detect concentrations of less than 
1 mg./100 ml. Chemical analysis by the non-specific 
method of Folin and Trimble (1924) seemed to show 
that small amounts of uric acid were present both in 
plasma and in urine. 

Dent and Philpot proposed two possible explanations 
for their results. The enzyme xanthine oxidase 
normally catalyses the oxidation of xanthine to uric 
acid: and this enzyme could have been absent or 
defective. Alternatively, the disorder could be explained 
by a very high selective renal excretion of xanthine— 
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so rapid that most of the circulating xanthine would 
be removed before it could be converted into uric acid 
They were unable to narrow this down further in the 
absence of quantitative data from their patient’s plasma. 

[wenty-three case reports of xanthine stones had 
appeared in the literature at the time of Dent and 
Philpot’s investigation, and three have been published 
since (Ichikawa, 1954; Jordan, 1955; Boissonat, 1957) 
None of these has thrown further light on the cause 
of the condition. Since new highly specific enzymatic 
methods for estimating xanthine and uric acid are now 
ivailable, we have applied them to a further study of 
Dent and Philpot’s original patient. The results suggest 
that there is a specific defect in xanthine oxidase, and 
at the same time a specific defect in the renal handling 
of xanthine. 

We have included in this report a fuller clinical 
description of the patient, including her progress from 
1954 to the present date (December, 1958). 


Case Report: First Investigation 

\ schoolgirl, born January 9, 1949, was the first child 
of healthy unrelated parents. Her birth weight was 4.0 kg. 
8 Ib. 15 oz.). She was breast-fed for three months, and 
mixed feeding was introduced at four months. Progress 
ind development were normal until 14 months, when she 
got measles. After this she developed increasing frequency 
of micturition ; and, though forward in speech and walking, 
did not attain reliable day control of micturition until 
24+ years, becoming dry at night at 3 years. Between the 
age of 24 and 27 months she several times passed dark urine, 
which on routine testing on two occasions contained no 
protein or red cells, and in which the deposit was presumed 
to be urates. Thereafter she remained well until 4} years. 

In July, 1953, at the age of 44, she admitted to 
University College Hospital, under the care of Dr. B. I 
Schlesinger, for investigation of two weeks’ dysuria and of 
frank haematuria for one day. Examination showed an 
intelligent girl of average weight and height. Her blood 
pressure was 135/80, but no other clinical abnormality was 
found. 

Investigations included routine examination of urine, 
which contained a trace of protein, very numerous red cells, 
and occasional pus cells. It was sterile on culture. Blood 
urea was 18 mg./100 ml, haemoglobin 14.6 g./100 ml., 
ind erythrocyte sedimentation rate 7 mm. in one hou 
Wintrobe). Intravenous pyelogram (1.V.P.) showed poorer 
dye concentration and a mild degree of clubbing of calices 
in the left kidney, with slight reduction in left renal substance 
Fig. 1). The left ureter The appearances 
were suggestive of chronic left pyelonephritis. The possibility 
of obstruction by a radiotranslucent stone of metabolic 
origin was suggested by Mr. D. R. Davies, but chroma 
tography of the urine excluded cystinuria (C. E. Dent). 

After some 20 days of intermittent macroscopic 
haematuria and some abdominal pain she passed a smooth 
oval stone, recovered on routine sieving of the urine. After 
passage of the stone no further haematuria occurred, routine 
examination of the urine was normal, and a further I.V.P. 
showed no significant change. Left retrograde pyelography 
confirmed the mild degree of generalized clubbing of the 
calices and reduction in the width of the renal cortex. 

The stone was smooth, pale brown, and approximately 
1.5 by 1 by 0.5 cm. in size, and weighed 0.9 g. On burning, 
it left negligible ash, and, while the murexide test failed to 
give the colour reactions of pure xanthine, analysis by 
chromatography showed the stone to be almost entirely 
composed of xanthine. (Further details are given by Dent 
and Philpot.) Radiological density of the stone was shown 
to be less than that of cystine; indeed, when immersed in 
water or when placed on the patient's abdomen it was 
completely invisible on the x-ray films. 
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Subsequent chromatography of the urine showed xanthine 
to be the main purine excreted, no uric acid being detected 
There were only traces, if any, of other purines. From a 
large bulk of urine xanthine was isolated, purified, and 
identified by classical chemical methods. There was no 
amino-aciduria or glycosuria. 

As there was no further haematuria or abdominal pain 
and as the frequency of micturition had subsided, the child 
was discharged and recommended to drink plenty of fluid 
No other treatment was advised. 

Follow-up.—Since her discharge from hospital in 1953 
there has been no recurrence of symptoms. Growth and 
development have been normal, and intelligence is assessed 
at a high average (110-120, Stanford-Binet). Blood-pressure 


readings have varied between 120/65 and 140/80. The urine 








Fic. 1.—1.V.P., 1953; taken before passage of a xanthine stone. 
Appearance of left kidney suggests chronic pyelonephritis. 


1953 
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be: 
a 














50 aes 
with increase in size of right kidney. 


Fic. 2 1958, showing clubbing of calices of left kidney, 


has persistently contained large amounts of xanthine, but no 
uric acid; but it has shown no other abnormality on 
routine testing. Repeated I.V.P.s (two yearly) have shown 
increasing size of the right kidney and persistent clubbing 
of calices in the left kidney, which is now much smaller 
than the right (Fig. 2). 

Tree—The family tree was provided by Dent 
All members of the family, including one 
The parents were 


Family 
and Philpot. 
sibling, excrete uric acid, not xanthine. 
not related. 

Present Investigation 

The patient (now aged 9) reattended in February, 1958, 
for the present investigation. Clinical examination showed 
nothing abnormal; blood pressure was 120/75. The body 
proportions showed a slight decrease of upper/lower segment 
ratio. Her weight was 31.6 kg. (5 st.) (50-75 percentile), 
height 145 cm. (4 ft. 9 in.) (90-97 percentile), and armspan 
140 cm. (4 ft. 7 in.). 
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Methods 

The patient was asked to take a low-purine diet (milk, 
eggs, cheese, bread-and-butter) for 36 hours before 
admission. No food was given for 14 hours before the 
clearance period, but a high urinary flow was maintained 
by regular drinks of water. 652 ml. of urine was passed 
between 8.14 a.m. and 11.23 a.m. (approximately 35 ml./ 
min.), during which time the bladder was emptied in the 
normal manner four times. Blood samples were taken 
into heparinized syringes, and the plasma was separated 
within 10 minutes. This is essential, to avoid the rise in 
hypoxanthine and xanthine concentrations which occurs 
soon after blood is withdrawn (Jérgensen, 1957). Plasma 
ind urine were stored at —15° C. and analysed three days 
later for oxypurines. No detectable loss occurs in storage 
under these conditions. 

Uric acid was estimated by the method of Praetorius and 
Poulsen (1953). After the initial optical extinction of the 
solution has been measured at 292 mz, uricase is added 
ind further readings are taken at short intervals of time. 
These readings lie on a straight line, which can be projected 
back to zero time to give the true initial optical extinction 
of the solution. When no further change occurs, a second 
reading is taken of the final extinction. The difference 
between the readings is proportional to the concentration of 
uric acid originally present. Readings were taken with a 
Unicam SP 500 ultra-violet spectrophotometer. Plasma 
proteins need not be precipitated, using this method, and 
errors due to the precipitation of albumin-bound uric acid 
are thereby avoided (Morris, 1958). Xanthine and hypo- 
xanthine were estimated together by the method of Jorgensen 
and Poulsen (1955). Specificity in this method is obtained 
by converting these purines into uric acid by means of 
xanthine oxidase, and then estimating the uric acid so 
formed with uricase, as described above. The original uric 
acid is first removed by prior treatment with uricase, which 
is then itself inactivated with strong alkali. Purified uricase 
“Leo” was used; xanthine oxidase was a gift from the 
Chester Beatty Institute of Cancer Research. The accuracy 
of this method of analysis at normal low plasma 
concentrations (1-3 y»g./ml.) is not much greater than 
+10%, because of the large number of steps involved. At 
the higher concentrations found in this patient repeated 
estimations agreed to within +6% of the mean. 

Estimation of proportions of xanthine and hypoxanthine 
present in plasma was made by an extension of the technique 
described by Bergmann ef al. (1958). The purines are 
prepared as mercury complexes in a strongly acid solution. 
Mercury is removed with hydrogen sulphide, and the basic 
purines are adsorbed on a resin column and eluted with 
ammonia. The eluate is chromatographed in one dimension 
in 95% ethanol—water-acetic acid (85:10:5). Spots are 
identified, with standard solutions for comparison, under 
an ultra-violet lamp giving a short wave-length. The spots 
are cut out and eluted with a glycyl-glycine buffer at pH 
8.2, containing xanthine oxidase. After incubation at 
37° C., the uric acid formed is titrated with uricase (at 
pH 9.3) as already described. Recovery of purines was 
incomplete (about 85%); but the method has the advantage 
that quantities of hypoxanthine and xanthine less than 1 zg. 
can be detected and identified with certainty. Urinary 
purines were separated similarly, using direct chromato- 
graphy with 100 wl. of undiluted urine. De-salting helped 
to clarify the spots on the paper. but had no influence on 
the R¢ values of xanthine and hypoxanthine in this urine. 

Plasma and urine creatinine concentrations were measured 
as total chromogen (Bonsnes and Taussky, 1945), and 
plasma and urine urea by the method of Peters and Van 
Slvke (1932). 

Results 

The results obtained in the clearance period are shown 
in the accompanying Table. We have also indicated, where 
appropriate, the approximate normal range of values 


obtained by the methods used under similar (clearance) 
conditions. It is obvious that two abnormalities are present. 


Results Obtained in 3-Hour Renal Clearance (Fasting) 














| Xanthine + 
| Usse Creati- | Hypoxanthine Uric 
| nine (Expressed as Acid 
Xanthine) 

Plasma concentrations, | 24 0-75 0-74 <0-2 
in mg. 100 ml. (0-1-0-3) (3-0-5-0) 

Urine concentrations, in 350 16-6 13-3 <01 
mg./100 mi. (0-2-1-0) (5-0-20) 

Renal clearances, in ml./ 50 76 62 _ 
min. (uncorrected) 

Renal clearances, in ml./ 76 114 94 | “= 
min. (corrected to | (mormal)| (normal) (=<>20) (= /2) 
1-73 sq.m. body sur- 
face area) 

Renal clearances as per- 67% _— 82% = 
centages of creatinine | (15%) (—>10%) 
clearance | 





The approximate normal range is indicated, where appropriate, in italics’ 
in brackets. These figures represent the expected normal values which would 
be obtained in a normal subject, under fasting conditions, on a low-purine diet, 
and with a fast rate of urine flow. 





1. Absence of Uric Acid, and Excess of Xanthine, in 
Plasma and Urine.—No uric acid was detected in plasma 
(diluted (1/5) and none in urine (diluted (1/10). These 
results were not explicable by the presence of a uricase 
inhibitor, since uric acid added to plasma and urine was 
fully recoverable. The concentration of xanthine + hypo- 
xanthine in plasma was moderately increased in the plasma 
and grossly increased in the urine. 

2. High Renal Clearance of Xanthine—The renal 
clearance of xanthine + hypoxanthine (estimated together) 
was 82% of the creatinine clearance instead of the normal 
10-20%. Ultrafiltration of plasma did not reveal more 
than minimal protein binding of xanthine and hypoxanthine ; 
but this might suffice to make the clearance of these 
substances a little greater—that is, virtually the same as the 
creatinine clearance. 

We at first assumed that our methods were measuring 
mainly xanthine, since Dent and Philpot (1954) had never 
detected any purine other than xanthine in the urine. To 
confirm this, we extended the study and _ performed 
differential chromatography (as described) on the original 
specimens, which had been preserved for four months at 
— 15°C. We were surprised to discover that hypoxanthine was 
present in these specimens in relatively high concentrations. 
The hypoxanthine/xanthine ratio of the urine was 
approximately 1:2 and that of the plasma approximately 
2:3. Further fresh specimens were therefore obtained from 
the patient while on a normal and on a low-purine diet. 
These also revealed hypoxanthine, but in considerably 
smaller quantities (hypoxanthine/xanthine ratios 1:5 to 
1: 10). 

Professor C. E. Dent kindly carried out chromatograms 
on some of these urine specimens, using the technique he 
employed in his previous study (Dent and Philpot, 1954). 
He made the unexpected discovery of small amounts of 
uric acid in a concentrated urine specimen passed while 
the patient was taking a normal diet. We confirmed this, 
using the specific uricase method. Professor Dent has also 
found that, if stood in an ordinary refrigerator for 
only a few days, some of the xanthine originally present 
in this patient’s urine is gradually converted into uric acid 
and hypoxanthine. The uric acid in fresh specimens is 
found only when the patient is on a normal purine- 
containing diet, and is therefore presumably of dietary 
origin. However, even in fresh specimens taken while the 
patient was on a low-purine diet we find that hypoxanthine 
is consistently present in concentration about one-tenth that 
of xanthine. This would be quite compatible with the 
formation of a pure xanthine stone, because xanthine is less 
soluble in urine than hypoxanthine. 


Discussion 
There is a continuous turnover of nucleic acid in 
the body, contributed mainly by the cells of the blood. 
The purine compounds adenosine and guanosine are 
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liberated from nucleotides by the action of phosphatases. 
Guanosine is then converted to guanine by the action 
of nucleoside phosphorylase, and guanine is de-aminated 
by guanase to form xanthine. Little adenine is 
formed from adenosine, since nucleoside phosphorylase 
preferentially attacks inosine and guanosine 
(Wyngaarden eft al., 1958). Instead, adenosine is 
probably first de-aminated to inosine, and the inosine 
then split to liberate hypoxanthine. Adenase is absent 
from human tissues (Schmidt, 1955). Finally (in 
primates) the enzyme xanthine oxidase converts both 
hypoxanthine and xanthine to uric acid, most of which 
is excreted in the urine: 


Adenosine Guanosine 


4 4 
| | 
‘ i 


Inosine Guanine 
‘b ib 
Hypoxanthine ee Xanthine 
Uric acid 
It is clear that lack of xanthine oxidase should 


produce accumulation of hypoxanthine as well as of 
xanthine, unless there is some other enzyme which will 
oxidase hypoxanthine. No such enzyme has ever been 
found in man, though Fellig and Wiley (1958) have 
recently reported a hypoxanthine dehydrogenase system 
in chicken liver which is probably different from 
xanthine oxidase. Attempts have been made to produce 
xanthine oxidase deficiency in mammals, but so far 
have failed to influence the pattern of purine excretion 
(Higgins eft al., 1956), possibly because very small 
amounts of xanthine oxidase will catalyse the trans- 
formation of very large amounts of substrate (Bergel 
et al., 1957). However, Higgins and his co-workers 
were successful in producing xanthine oxidase deficiency 
in chicks by a low-molybdenum diet and tungstate 
administration. This procedure prevents incorporation 
of molybdenum into xanthine oxidase; and, since 
molybdenum is essential for normal enzyme activity 
(Westerfeld ef al., 1956), a substantial proportion of 
the uric acid normally excreted by the chicks was 
replaced by a mixture of xanthine and hypoxanthine in 
approximately equal amounts. 

It seems certain that our patient can have little or no 
xanthine oxidase in her body, for Dent and Philpot 
(1954) showed that this patient’s excretion of xanthine 
was of the same order of magnitude as that of uric acid 
in a normal subject. Since mammals can be rendered 
grossly deficient in xanthine oxidase without producing 
any change in the pattern of purine excretion, we think 
it unlikely that the very small quantities of uric acid 
found in some concentrated specimens of our patient’s 
urine can be derived from endogenous oxidation of 
xanthine. We believe that this uric acid is probably 
of dietary origin. 

It is remarkable that the predominant urinary purine 
is xanthine, since theory might predict nearly equal 
accumulation of xanthine and hypoxanthine. Two 
explanations at least are possible. First, the adenine 
nucleotides may be degraded in part by prior conversion 
to guanine compounds, and enzyme systems are known 
which will perform these conversions (Bergel ef al., 
1957). In this case, therefore, the relative proportions 
of xanthine and hypoxanthine accumulating might 
fluctuate widely according to the relative amounts of 
purine derivatives degraded via inosine and via 


guanosine. Second, it is possible that the enzyme 
deficiency in this case is a selective one, and affects only 
the reaction xanthine ——> uric acid. A _ theoretical 
basis for this is provided by Bergmann and Dikstein 
(1956), who showed that the attachment of xanthine 
oxidase to its substrates xanthine and hypoxanthine 
was different. Therefore a slight imperfection in the 
protein moiety of the enzyme might prevent one action 
while leaving the other intact. It is interesting that 
lethal x-irradiation of dogs produces a great rise in 
urinary xanthine excretion, with little change in hypo- 
xanthine excretiom’ (Jackson and Entenman, 1957). If 
this rise is caused by a relative xanthine oxidase 
deficiency it may be equivalent to the metabolic defect 
in xanthinuria. We are not able at present to determine 
the exact status of the reaction hypoxanthine =— 
xanthine, in our patient. 

The normal human kidney handles xanthine and 
hypoxanthine in a way similar to uric acid. Four-fifths 
or more of the substances present in the glomerular 
filtrate are reabsorbed by the tubules, presumably by 
“active transport” processes. These processes can be 
blocked by drugs, and tubular reabsorption of all these 
purines can be blocked in man by organic mercurials, 
which are “ xanthinuric ” as well as “ uricosuric ” agents 
(Dickinson, unpublished observations). It seems 
reasonably certain that in our patient there is a complete 
failure of renal tubular reabsorption of xanthine, and 
probably also of hypoxanthine. This accounts for the 
fact that the total oxypurine concentration of the plasma 
was so low—far lower than the plasma concentration 
of uric acid in a normal subject. 


Biochemical Defect in Xanthinuria 


We suggest that the most reasonable explanation for 
the coexistence of two hitherto unknown biochemical 
defects in a single individual is that both defects reflect 
an inborn genetic error in the synthesis of a specific 
protein molecule. This molecule may form part of the 
enzyme xanthine oxidase, and may also be part of the 
“ permease ” or “ active transport” mechanism located 
in the renal tubules, which in normal persons is 
responsible for reabsorbing xanthine from the tubular 
lumen. (Xanthine oxidase itself in active form has not 
so far been demonstrated in the kidney of man: 
Praetorius and Kirk, 1950.) 

This patient seems to be the first likely example of 
a combined renal and general metabolic defect of the 
type predicted by Harris (1956), although without 
further studies of enzyme activity and analysis of trace 
metals we cannot exclude the possibility of a combined 
defect analogous to that in Wilson’s disease, in which 
deposition of copper probably explains both the general 
and the renal tubule disorders. 

We can offer no convincing explanation for the case 
described by Israel (1901) of the simultaneous occurrence 
of xanthine stones and uric acid crystals in the same 
patient. No recent examples of this combination have 
been reported. Pearlman (1950) has described a case 
of xanthine calculus in which the blood uric acid was 
quoted as 4.2 mg./100 ml. The method used was not 
stated, and it is possible that xanthine was in fact being 
measured. 

If other patients with xanthine stones suffer from a 
biochemical defect similar to that in our patient, the 
defect could be identified simply by estimating plasma 
or urinary uric acid by the specific uricase method, 
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which is cheap, simple, and acgurate. Urinary purine 
chromatography will confirm the diagnosis, and spectro- 
graphic analysis of the stone is also conclusive. It is 
interesting that Professor Pierre Cartier has discovered 
by spectrography two examples of xanthine stones 
amongst an old collection of renal stones (Boissonat, 
1957). This emphasizes that xanthine stones can be 
mistaken for uric acid unless specific analytical methods 
are used. There is no doubt that many xanthine calculi 
must be overlooked, though we would certainly not 
claim that the condition is a common one. It is 
surprising to find that the metabolic defect in our patient 
has produced predominantly unilateral renal disease. 


Summary 
A clinical description is given, with a four-year 
follow-up, of the patient with xanthinuria described by 
Dent and Philpot in 1954. No change in metabolism 
has occurred; but the patient has been studied again, 
new specific enzymatic methods being used to determine 
uric acid, xanthine, and hypoxanthine. 


Traces of uric acid were found only when the patient 
was taking a normal purine-containing diet. Xanthine 
was the predominant oxypurine present both in plasma 
and in urine. The renal clearance of xanthine was very 
high, probably indicating complete failure of normal 
tubular reabsorption. Hypoxanthine was also present, 
but its concentration was variable and low. 


A single biochemical lesion could account for this 
disorder. We suggest that in this condition there is a 
minor, inborn, genetically determined abnormality in 
the protein moiety of the enzyme xanthine oxidase ; 
and we believe that this same protein also plays a part 
in the renal tubular reabsorption of xanthine. 


We wish to :hank Professor C. E. Dent and Professor 
A. Kekwick for helpful criticism and advice, and Dr. B. E. 
Schlesinger for permission to study this patient. We are 
also most grateful to Dr. F. V. Flynn for estimations of 
urea and creatinine, and to Dr. Ivor Smith for advice about 
chromatographic techniques. One of us (C.J.D.) wishes 
to thank the Middlesex Hospital Clinical Research 
Committee for laboratory facilities; and Professor A. 
Haddow and Dr. R. C. Bray for the generous gift of 
xanthine oxidase. We are most grateful to the patient and 
her mother for their co-operation. 
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THE CASE FOR CONSERVATISM IN 
MANAGEMENT OF FOETAL DISTRESS 


BY 


NORMAN WALKER, M.B., Ch.B., D.Obst.R.C.O.G. 


Registrar, Department of Gynaecology and Obstetrics, 
University of Natal, Durban 


The diagnosis of foetal distress during the course of 
labour is based primarily upon the recognition of two 
signs—the presence of meconium in the liquor amnii 
and alterations in the foetal heart sounds. 

Reference to five standard textbooks of obstetrics 
show general agreement that meconium-staining of the 
liquor means that the foetus is or has been distressed. 
Likewise, all agree that foetal bradycardia means 
distress, but there is some difference of opinion on the 
exact point beyond which slowing of the heart rate 
becomes pathological. 

Munro Kerr (Chassar Moir, 1956) regards a steady 
slowing of the heart rate to below 110 beats a minute 
as certain evidence of foetal distress, and irregularity 
superimposed on slowing as indicative of impending 
foetal death: Gibberd (1947) accepts a heart rate of 
below 110 a minute as meaning foetal distress: Eden 
and Holland (Brews, 1953) accept 100 a minute as the 
critical level and regard progressive slowing as an 
indication for immediate delivery ; Claye (1955) states 
that a drop in heart rate of 25 beats a minute is of 
serious significance. Greenhill (1951) declares 100 
beats a minute to be the critical point, but stresses that 
on occasion the child may be born alive and well despite 
persistent intra-partum bradycardia. 

Eden and Holland stand alone in regarding foetal 
tachycardia as a sign of distress, and set the upper 
limit of normality at 160 beats a minute. 

All these authorities agree that the foetus is in grave 
danger if the heart rate is persistently slow, if it is 
both slow and irregular, or if bradycardia accompanies 
the passage of thick meconium in the liquor amnii. All 
but One agree that such severe foetal distress indicates 
a need to rescue the foetus immediately either by forceps 
delivery or by caesarean section, according to the 
conditions obtaining. Gibberd strikes the more cautious 
note and states: “It is not often that foetal distress of 
itself is a good indication for caesarean section, but it 
may sometimes be possible to save the baby, for instance 
when the cord is prolapsed, if operation is undertaken 
without delay.” This conservative attitude serves as 
a reminder that caesarean section is not without risk 
to the mother, for, as shown in the Report on 
Confidential Enquiries into Maternal Deaths in England 
and Wales (Ministry of Health, 1957), the operation 
carries a mortality rate which is seven times greater than 
that of vaginal delivery. This risk can be justified only 
if it is reasonably certain that a foetus showing one or 
more of these signs of distress is in fact in such danger 
that it will inevitably succumb. 
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A survey of the literature indicates that this is not 
necessarily so, because there is doubt and confusion in 
regard to the meaning and significance of the very signs 
upon which the decision to operate must be based. 

For instance, Lister and Buchanan (1957) state that 
meconium-staining of the liquor amnii is the one single 
sign of ominous import to the foetus ; whereas Macafee 
and Bancroft-Livingston (1958) hold the opinion that 
the appearance of meconium is a danger that has been 
overemphasized. Similarly, Bartholomew (1925), Freed 
(1927), Lund (1943), White (1955), and Ginsburg (1957) 
indicate that a rapid foetal heart is of no consequence-; 
Fitzgerald and McFarlane (1955) and James Walker 
(1959) take the opposite view and declare that a rapid 
foetal heart is of graver significance than a slow heart. 
Theobald et al. (1956), on the other hand, ignore the 
foetal heart completely provided that the umbilical cord 
is not occluded. 

Nevertheless, as Dumoulin and Martin (1957) have 
pointed out, one in every hundred mothers admitted 
to maternity hospitals in Great Britain is subjected to 
caeSarean section solely on the grounds of foetal distress. 

In view of the fact that the obstetric unit of this 
department controls more than 12,000 deliveries in a 
year, it seemed that the amount of material available 
could offer an opportunity to inaugurate a large-scale 
study of the problem. 


The Present Study 


Over 12.000 deliveries were studied at King Edward 
VIII Hospital, Durban. In 700 (5.5%) one or more of 
the accepted signs of foetal distress were found— 
namely, the presence of meconium in the liquor amnii 
and/or alterations in the foetal heart sounds such as 
persistent slowing of the heart rate to below 110 beats 
a minute, persistent acceleration of the rate to above 
160 beats a minute, or persistent irregularity of the 
rhythm. 

Premature deliveries (babies weighing less than 5} Ib. 
-~2,500 g.), breech presentations (where meconium is 
present normally in the liquor amnii), and cases of cord 
prolapse were excluded from the study. The parturients 
included both Indian and Bantu women, with the latter 
predominating in the ratio of 10 to 1. 

The study consisted of two equal parts: the first was 
a pilot survey of 350 distressed babies ; the second was 
a controlled study of a further 350 distressed babies— 
the total series comprising 700 cases. 

There was no deliberate selection of cases in the pilot 
survey. Several obstetricians were responsible for these 
deliveries: those who believed in the radical treatment 
of foetal distress tended to use operative methods of 
delivery, whereas those who were more conservative 
tended to follow a policy of non-intervention, provided, 
of course, that intervention was not indicated on other 
grounds. 

The method of delivery of these 350 distressed babies 
in the pilot survey is shown in Table I, together with 
the associated perinatal loss—that is, those babies born 
dead or dying within the first week of life. In this group 
of cases the perinatal loss (5.4%) from spontaneous 
vaginal delivery was no greater than that following 
caesarean section (6.5%). The appalling loss associated 
with mid-forceps delivery is discussed later. 

The experience and impressions gained from this 
pilot survey provided the confidence required to embark 
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Taare I.—Mode of Delivéry of 350 Distressed Babies in Pilot 
Survey 
Mode of Delivery No. of Cases Perinatal Loss 
Spontaneous vaginal delivery .. 165 | 9 (54% 
Caesarean section 107 7 (65%) 
Mid-forceps delivery | 45 | 17 (37-7%) 
Low-forceps - ot 33 1 (3%) 
Total an | 350 | 34 (7%) 
| 
Taste If.—Comparison of Results of Non-intervention With 
Active Intervention in Treatment of 350 Cases of Foetal Distress 
Non-intervention | Intervention 
Mode of Delivery | No. of | Perinatal | No. of | Perinatal 
| Cases Loss | Cases Loss 
ee we —— 7 
Spontaneous s vaginal delivery 141 | 8 68 0 
Caesarean section 12 | 3 48 4 
Symphyswtomy «3 14 | i | 23 7 
Mid-forceps delivery | $ 0 19 3 
Low-forceps ,, ae 4 0 16 0 
‘Total saree | 12(68%) | 174 14 (8%) 
| 





upon the second part of the study, in which a policy 
of non-intervention for foetal distress was contrasted 
with the conventional approach of paying heed and 
offering treatment when the typical signs of foetal 
distress had been present for a definite period of time. 

The method of delivery to be employed—operative 
or non-intervention—was determined by drawing a 
sealed envelope from a drum. The results of this 
controlled investigation are shown in Table IL. A strictly 
controlled investigation was impossible to organize, 
because 36 of the 176 cases in the non-intervention 
group had ultimately to be delivered by operative means 
because of obstetrical difficulties unconnected with 
foetal distress. Likewise 68 cases in the intervention 
group delivered spontaneously because delivery was 
imminent when the signs of foetal distress became 
manifest. Even so, the perinatal loss in these two 
groups is virtually the same—6.8% in the non- 
intervention group as against 8% in the intervention 


group. It appears, therefore, that a policy of non- 
intervention is not necessarily fraught with dire 
consequences. 


It may be thought that these comparisons are not 
valid because cases have been included of so-called 
“ mild ™ foetal distress in which the foetal mortality may 
be so low as to vitiate a true comparison. As indicated 
earlier, many observers would ignore thin meconium, 
whereas others would pay great heed to the association 
of meconium with a slow heart; the implication being 
that there are definite grades of severity of foetal 
distress. The 700 cases have therefore been classified 
into four groups and analysed to determine if foetal 
distress can in fact be graded into “ mild” or “ severe.” 


Significance of Signs of Foetal Distress 


The perinatal loss in all 700 distressed babies is shown 
in relation to the presenting signs of foetal distress in 














Taste Ill.—Perinatal Mortality in Relation to Signs of Foetal 
Distress 
| No. of Cases | Perinatal Loss 

Thin meconium - | 18 (1I- 1%) 
Thick | bea 622 | 19 (7- 54 61 (9-8%) 
Meconium + heart signs 216 24 (itl 
Heart signs only 78 2 (2 6%) 

Total 700 63 (9%) 
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lable III. Four groups are described: thin meconium, Thirty-seven patients were delivered 


thick meconium, meconium with heart signs, and heart 
signs alone. Meconium was described as thin when the 
liquor was merely stained, and thick when it resembled 
“pea soup.” 

The foetal loss is much the same when meconium is 
present in the liquor amnii, no matter whether it is 
thin (11.1%), thick (7.8%), or associated with heart signs 
(11.1%). On the other hand, when the liquor amnii is 
clear and heart signs alone are present the foetal loss is 
2.6%. 

Even when the cases are analysed in relation to the 
method of delivery the same pattern is manifest. As 
shown in Table IV, 374 of the total 700 distressed babies 
were allowed to deliver spontaneously per vaginam. 
[he perinatal loss in all three meconium groups was 
much the same—thin meconium 6%, thick meconium 
3.1%, and meconium associated with heart signs 6.7%. 
[There was no loss when heart signs alone were present. 

There were 167 cases delivered by caesarean section 
(Table V). In the meconium groups the perinatal loss 
11.1% (thin), 5.7% (thick), and 12.9% (meconium 
plus heart signs). No loss occurred when the liquor 
was clear. 

There were 122 forceps deliveries (Table VI). The 
high loss from mid-forceps application, as is shown 
below, is related to the presence of disproportion, but 
even with disproportion there is no evidence to suggest 
that any one sign of foetal distress, or a combination 
»f them, offers a worse prognosis than any other. In 
the meconium group the perinatal loss was 50%, 47%, 
ind 23% respectively, and with heart signs alone the 
loss was 20%. 


was 


TABLE IV. —Results of 374 Spontaneous Vaginal Deliveries 





No. of Cases | Perinatal Loss 








Thin meconium | 97 | 6 (6%) 
Thick 162 | S(3 1°) 
Meconium + heart signs 90 | 6 (67%) 
Heart signs only ; | 25 | 0 

Total 374 | 17 (454%) 


! 





TaBLe V. —Caesarean Section for Foetal Distress 


- aielth 





No. of Cases Perinatal Loss 











Thin meconium | 36 | 4(1ni%) 
Thick 35 2 (57%) 
Meconium and heart signs .. | 62 } 8 (129%) 
Heart signs only 33 | 0 

Total | 167 14 (8-4%) 





TABLE Vi. —Forceps Deliveries 





| 
_ Mid- forceps | Outlet Forceps 

















‘Mae of | Perinatal | No. of Perinatal 
Cases Loss | Cases | Loss 
Thin meconium 12 | 6(50%) 7 0 m 
Thick 17 8 (47%) | 23 1 (4-3%) 
Meconium and heart signs 30 | 7(23%) 18 0 
Heart signs only | 0 | 220%) 5 0 
Total 69 23(33%) | 353 | 102% 








TasLe V II. —Delivery by Symphysiotomy 











| No. of Cases Perinatal Loss 
- } 
Thin meconium 2 (28-6%) 
Thick os 9 3 (33%) 
Meconium and heart signs : 16 3 (18-7%) 
Heart signs only ‘ 5 
‘Total | 37 8 (21-6%) 





by 
symphysiotomy (Table VII, all performed, of course, 
for cephalo-pelvic disproportion. The same pattern 
is again manifest, an increased perinatal loss with 
meconium-stained liquor—28.6%, 33%, and 18.7% 
respectively—and no loss, with heart signs and clear 
liquor. 

There is thus no evidence to suggest that foetal 
distress can be graded in severity. Indeed, thin 
meconium would appear to be as significant as thick 
meconium. On the other hand, alterations in the foetal 
heart sounds do not appear to worsen the prognosis for 


TaBLe VIII.—Perinatal Loss in Relation to Signs of Foetal 








Jistress 
| Meconium-stained | Clear 
iquor | Liquor 
No. of Perinatal | No.of | Perinatal 
Cases Loss | Cases SS 
Heart normal 406 | 37 (9 1%) -_ — 
slow 189 | 20(126 4y | 53 | 24% 
vo» and irregular 25 | 2 (80%) 22 | oO 
»» fast -| 33: | 264) ] 3 | @ 
9° and irregular 1 | 0 i 0 0 
622 61 (98%) | 78 2 (26%) 
Taste 1X.—Time-lag Between Onset of Heart Abnormality and 


Delivery in 78 Cases with Clear Liquor 


Amunii 


Time in Hours No. of Cases Perinatal Loss 





| 
| 
| 
i | 
20 | 
| 
| 
| 





0-1 1 (5%) 
1-2 33 1 (33%) 
2-3 16 — 
3-4 | 6 - 
4-5 1 _ 
5-6 2 - 
Total 78 | 2 (2:6%) 
the baby. Indeed, when heart signs alone are present 


the mortality rate (2.6%) is no higher than might be 
expected with uncomplicated delivery. 

To exclude the possibility that a large number of 
cases with a rapid foetal heart have been included— 
this being a sign ignored by most authorities—the exact 
abnormality of the foetal heart in relation to meconium- 
stained liquor and clear liquor is shown in Table VIII. 
Abnormal foetal tachycardia occurred on only 34 
occasions, 

Furthermore, it is clearly shown that foetal heart 
abnormalities — irrespective of their nature —do not 
necessarily carry an increased foetal loss (2.6%, ), provided 
that the liquor amnii is clear. Moreover, Table IX 
indicates that this low foetal loss is not of necessity 
related to a short time interval between the onset of 
the heart disturbance and actual delivery of the foetus. 
Of the 78 cases, 20 (26%) were detivered in less than 
one hour, 33 (42%,) between one and two hours, and the 
remaining 25 (28%) between two and six hours after 
the onset of the foetal heart disturbance. 

These figures indicate, however, that foetal distress 
is nevertheless attended by a higher perinatal loss than 
occurs in normal cases. In a series of deliveries in our 
unit without foetal distress the perinatal loss was 2.7%, 
whereas the overall foetal loss in the total 700 distressed 
cases was 9%. 

In order to arrive at a true assessment of the risks of 
foetal distress other complications such as cephalo- 
pelvic disproportion, pre-eclamptic toxaemia, uterine 


inertia, and intrauterine infection must be excluded. 
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Effect of Complications 

These four complications are analysed in Table X. 
Where foetal distress existed without other complications 
the perinatal loss was 3.6% in 233 cases 
with cephalo-pelvic disproportion the perinatal loss was 
18%. In other words, there is a fivefold increase with 
disproportion. These figures are statistically highly 
significant (P<0.001 on x’). 

In toxaemia (68 cases), uterine inertia (29 cases) and 
intrauterine infection (12 cases), though the numbers in 


358 cases. In 


t of Various Obstetrical Complications on 


laste X.—Effec 


Perinatal Loss in Foetal Distress 
| . 

Nature of ¢ omplicat ion No. of Cases Perinatal Loss 
No. reco ognized compli ation 358 13 (6° *y 

Cephalo-pelvic disproportion 233 42 (18%) 
Pre-eclamptic toxaemia 68 4 (5-9°%) 
Uterine inertia and prolonged labour 29 2 (69%) 
Intrauterine infection 12 2 (167%) 

Tot al 700 63 (9%) 


Taste XI.—Effect of Disproportion on Perinatal Loss in Foetal 
Distress 
Disproportion Present No Disproportion 
Mode 
of Delivery No. of Perinatal No. of Perinatal 
Cases Loss Cases Loss 
Spontaneous vaginal delivery 54 4 (74%) 320 13 (4%) 
Caesarean section | 88 10 (113%) | 79 | #4 (S%) 
Symphysiotomy | 37 } 8 (21-6) 0 | 0 ; 
Mid-forceps extraction | 46 20 (43-5%) 23 | 3 (13%) 
Low-forceps x | 0O 45 b (2-2%) 
Total 233 | 42(18%) | 467 21 (45%) 


these groups are fewer and therefore less convincing, the 


foetal loss is also higher than when no recognized 
complication exists, being 5.9%, 6.9 and 16.7° 
respectively. 


The grave significance of cephalo-pelvic disproportion 
may be further stressed by dividing the 700 cases into 
two groups—disproportion and non-disproportion—and 
showing the perinatal loss in relation to the method of 
delivery (Table XI). It is obvious that whatever the 
method of delivery the perinatal loss is increased in the 
disproportion group. Of particular importance is the 
appalling loss when mid-forceps are used in dispropor- 
tion cases with foetal distress: almost half the babies 
died (20 out of 46). Even when symphysiotomy was 
used to relieve the disproportion more than 20% of the 
babies were lost—presumably because excess moulding 
of the foetal head, prolonged anoxia, or perhaps 
cerebral haemorrhage had already occurred. 

In sum, therefore, the overall perinatal loss in 342 
deliveries associated with an obstetrical complication 
was 14.6%, whereas in 358 cases in which no 
complication was recognized the loss was 3.6 


Perinatal Loss in Relation to Method of Delivery 


The perinatal loss relating to the various methods 
used to deliver all 700 distressed babies is shown in 
Table XII. In 374 spontaneous vaginal deliveries the 
loss was 4.5%, caesarean sections the 
loss was 8.4%. 

The high loss following mid-forceps delivery (33.3%) 
and symphysiotomy (21.6%) is of course due to the 
associated factor of cephalo-pelvic disproportion. Low- 
forceps delivery, on the other hand, shows a perinatal 
loss (2%) which is no greater than the loss (2.7%) which 


whereas in 167 
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Taste XII.—Method of Delivery of 700 Distressed Babies 
Method of Delivery No. of Cases Perinatal Loss 
Spontaneous v vaginal delivery — 374 17 (45% 
Caesarean section 167 14 (8-4° > 
Symphysiotomy 37 8 (21-6% 
Mid-forceps delivery 69 23 (333° 
Low- forceps 9° ct 53 1 Ox” 
Total 700 63 (9%) 


might be expected to occur in vaginal deliveries without 
foetal distress. This suggests that the more frequent 


use of low-forceps application might save additional 

distressed babies. - 
[The low foetal mortality (4.5%) achieved by 

spontaneous vaginal delivery is not related to the 


inclusion of a large number of “ mild” cases of foetal 
distress. Table IV shows that 97 (26%) of the 374 
spontaneous vaginal deliveries presented with thin 
meconium ; 162 (43%) presented with thick meconium ; 
90 (24%). with both meconium and heart signs; and 
25 (7%) with heart signs and clear liquor amnii. It may 
be thought, however, that these good results following 
spontaneous vaginal delivery in foetal distress occurred 
as a result of rapid delivery following the onset of the 
Signs of distress. 


Effect of Duration of Foetal Distress Upon Perinatal 
Loss 


The time lag between the recognition of foetal distress 
and actual delivery in the 374 spontaneous vaginal 
deliveries is shown in Table XIII. 

Most of the patients (279) did deliver spontaneously 
within four hours; it will be noted, however, that even 
where foetal distress had lasted for more than 12 hours 


TaBLe XIII.—Time-lag Between Onset of Distress and Delivery 
in 374 Cases of Foetal Distress Allowed to Deliver 
Spontaneously 





Time in Hours No. of Cases Perinatal io 





0-1 ~ $4) 3 (56%) 
1-2 105 |» 3 (28%) . 
2-3 3 7279 2 (3.6%) p10 (36%) 
3.4 37) 1 (27%) 
4-5 21) 1 (48%) 
56 15 - 
6-7 9 1(1L-1%) 
7-8 1? Ri 2 (11-8%) 
8.9 8 495 1(12-5%) >} 7(7-4%) 
9-10 5 one 
10-11 | 4} 1 (25%) 
11-12 2 - 
Over 12 hours 14) (7™) =! 
Total | 37% ~—~<“is«~YS:é‘T SHY 
one baby was lost in 14 deliveries (7%). Furthermore, 


there were in fact 95 cases in which foetal distress lasted 
for more than four hours before delivery with a loss of 
7.4%—a figure which is not markedly higher than the 
loss (3.6%) for deliveries in less than four hours. 
There is, nevertheless, a tendency for the perinatal 
loss to rise with prolongation of labour, but the actual 
figures are too few to permit of any firm conclusions. 


Discussion 


From the figures presented in Tables III to VIII 
is clear that meconium-staining of the liquor ampii 
means foetal distress and is a sign which indicates a 
risk to foetal survivai that is increased threefold. 

There is, however, no statistical difference between 
perinatal loss associated with thin meconium (11.1%) 
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and thick meconium (7.8%) in this series. It seems, 
therefore, despite Resnick’s (1955) findings to the 
contrary, that no useful purpose is served by maintaining 
this distinction, which, after all, is a matter of opinion 
and must vary from one observer to the next. 

Furthermore, the association of meconium-stained 
liquor amnii and abnormal foetal heart sounds does not 
necessarily indicate an increased risk to foetal survival : 
the perinatal loss (11.1%) in the cases displaying this 
combination of signs was not significantly greater than 
when meconium was present alone (9%). This finding 
casts doubt on the generally accepted belief that 
meconium-stained liquor together with an abnormal 
foetal heart—particularly a slow or irregular heart— 
means severe foetal distress and generally presages 
death. 

Moreover, in 78 cases in which the foetal heart was 
abnormal and the liquor amnii clear, the perinatal loss 
(2.6%) was no greater than that which could be 
expected to occur (2.7%) in deliveries without foetal 
distress. 

James Walker (1959), from his extensive studies of 
foetal distress, has concluded that slowing of the foetal 
heart is of little significance provided that the liquor 
amnii is clear. He bases this opinion upon a perinatal 
loss of 1.9% in 270 such cases—figures which are even 
more impressive than those of this study. 

However, he attributes this low perinatal mortality 
to the fact that most of his cases achieved delivery soon 
after slowing of the heart had become manifest, and 
intimates that perinatal loss must rise with prolongation 
of the interval between onset of slowing and actual 
delivery. Nevertheless, the figures presented above 
offer some evidence that foetal death is not necessarily 
an inevitable sequel even when foetal bradycardia has 
existed for several hours prior to delivery. 

Furthermore, James Walker disagrees with the 
majority of observers regarding the significance of a 
rapid foetal heart and considers that foetal tachycardia 
above 160 beats a minute implies a grave risk to the 
foetus, more particularly in the presence of meconium- 
stained liquor. He bases this belief on a series of 38 
such cases with 7 perinatal deaths (18%). In this study 
there were 2 (6.4%) perinatal deaths in 31 similar cases. 
Obviously neither series is large enough to be of 
statistical significance. 

If the thesis is correct that thin meconium carries as 
bad a prognosis for the baby as meconium together with 
heart signs, is it justifiable to rescue the baby from its 
dangerous environment even when there is only a tinge 
of meconium in the liquor amnii? Not infrequently, 
meconium-staining of the liquor may pass unnoticed 
until after delivery because the membranes happen to 
remain intact, or because the escape of liquor is 
prevented by the presenting part acting in the birth 
canal like a stopper in a bottle. Under such conditions 
the obstetrician is content, willy-nilly, to allow labour 
to proceed, and it is common knowledge that the great 
majority of these babies are born alive and well. 
Moreover, the pursuance of a deliberate policy of non- 
intervention in foetal distress is not necessarily followed 
by disaster (Table ID. 

Nevertheless, the perinatal loss associated with 
meconium-stained liquor is three times greater than 
when the liquor is clear. This increased loss is to a 
great extent dependent on the presence of other 


complicating obstetrical factors (Table II), and herein 


lies the sinister reputation of foetal distress. Pre- 
eclamptic toxaemia, uterine intertia, and intrauterine 
infection are all responsible in some measure for 
the increased loss of babies—a finding confirmed by 
Hellman ef al. (1958)—but, in this series at least, 
cephalo-pelvic disproportion is the major lethal factor, 
and there can be no real doubt that caesarean section 
is the treatment of choice when foetal distress develops 
in the presence of disproportion, unless it is of such 
minor degree that cervical dilatation and descent of the 
presenting part are proceeding satisfactorily. 


It is interesting, at this stage, to recall that when von 
Winckel (1903-7) originally described the syndrome of 
foetal distress, cephalo-pelvic disproportion was as 
common in Europe as it is in South Africa to-day. 


Uncomplicated foetal distress, on the other hand, is 
a relatively benign condition, but nevertheless the foetal 
loss is greater than when no distress is present. 


The incidence of foetal distress in this study was 
5.5%, and of these babies 4.5% died when left to deliver 
spontaneously in the absence of other complications. 
In other words, 55 babies in every 1,000 deliveries 
showed signs of foetal distress during labour, and of 
these, two failed to survive. It follows, therefore, that 
the problem of foetal loss from uncomplicated foetal 
distress is a minor one when applied to an obstetric 
unit as a whole. Nevertheless, the problem is one of 
great personal concern to the individual mother whose 
child develops distress during the course of labour, and, 
as such, will prove a source of anxiety to her 
obstetrician because he has no reliable means of 
determining which 4 babies in every 100 at risk will 
succumb. The accepted signs are of very little help in 
assessing the outcome for the foetus. 

The question then arises: Is it justifiable to consider 
performing 100 caesarean sections for the sake of saving 
four babies when uncomplicated foetal distress arises 
during the course of the first stage of labour? Many 
obstetricians will nevertheless decide to operate, 
particularly if the patient is an elderly primigravida 
or a relatively infertile woman. Caesarean section, 
however, offers no guarantee that a live child will result. 
In this series of 167 caesarean sections (Table V) there 
was a perinatal loss of 8.4%, and even when the cases 
of disproportion were excluded four babies were lost 
in 79 deliveries, an incidence of 5% (Table XI). This 
experience accords with that of Dumoulin and Martin 
(1957), who reported a perinatal loss of 7.9% in 107 
caesarean sections performed for foetal distress in three 
teaching hospitals in Great Britain. In other words, the 
perinatal loss in caesarean section performed for foetal 
distress is much the same as for spontaneous vaginal 
delivery in the absence of complication. Nevertheless 
the birth of a live child is not necessarily the hallmark 
of good obstetrics, and evidence is gradually accumulat- 
ing that a child subject to hypoxia during labour or 
in the immediate neonatal period may bear the stigmata 
of this deprivation for life. Inquiry into the birth 
history of children showing evidence of mental 
retardation or cerebral palsy has revealed a story of 
hypoxia in a significant proportion of cases. 


In this series, 43 (11.5%) of the 374 infants who were 
delivered spontaneously per vaginam required some 
form of resuscitation at birth apart from routine 
—, of the air passages. Similarly, 20 infants 

12%) of the 167 delivered by caesarean section required 
aie and in 200 normal deliveries without foetal 
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distress 10 infants were in need of resuscitation. These 
figures indicate that a considerable number of infants 
showing signs of distress prior to delivery are subject 
to hypoxia both during labour and in the immediate 
neonatal period. The risks attendant upon hypoxia at 
birth have not been fully established, because as yet 
all investigations have been retrospective and in 
consequence fail to take cognizance of the large number 
of children who develop into normal adults despite such 


hypoxia. Indeed, Higgins (1958) believes that neonates 
are particularly tolerant of anoxia. 

Furthermore, it is by no means certain that the 
passage of meconium and foetal bradycardia are 


invariably the result of hypoxia. Though James Walker 
(1959) has shown that meconium is passed when the 
oxygen saturation of the blood of the umbilical vein 
falls to 30 vols.%, Macafee and Bancroft-Livingston 
(1958) state that there are factors other than placental 
insufficiency which cause the passage of meconium. 

Clinical experience has shown that hypoxia in the 
human foetus will invariably produce bradycardia—the 
response of the foetal heart when pressure is applied 
to the umbilical cord is proof of this—but is all foetal 
bradycardia caused by hypoxia ? 

It has been shown (Table III) that the onset of foetal 
bradycardia during labour is not necessarily associated 
with an increased stillbirth rate, no matter whether the 
liquor amnii is clear or meconium-stained. In view of 
these findings it would seem reasonable to postulate that 
some factor other than hypoxia is often the cause of 
foetal bradycardia during labour. 

In the physiological bradycardia which accompanies 
normal uterine action, the slowing of the heart begins 
a few seconds after the onset of the uterine contraction. 
In other words, it starts before there could possibly 
be time for the foetus to develop hypoxia, even if it be 


assumed that the foetal oxygen supply is cut off 
completely the instant the contraction starts. This 
factor suggests that hypoxia is not the primary cause 


of physiological bradycardia. 

Prystowsky (1957) indicates that the idea that each 
contraction squeezes blood out of the intervillous spaces 
is incorrect. He finds that during a contraction the 
intervillous spaces contain an increased quantity of 
blood which is 50-60% saturated with oxygen. This 
is another point which contradicts the idea that 
physiological bradycardia is attributable to hypoxia. 

If the skull of the newborn infant is gently compressed 
and the heart auscultated at the same time, it will be 
found that the heart rate falls rapidly, and if the pressure 
is continued irregularities develop. 

If moderate pressure on the newborn skull can 
produce this effect it is reasonable to suppose that a 
similar effect may be produced by the moulding of the 
foetal head through a tight pelvis, the pressure of a 
firmly applied cervix, or by the pressure of the sacral 
promontory against the parietal bone as the head finds 
its way through a flattened pelvis. It is possible, there- 
fore, that most, if not all, of these 184 cases of prenatal 
bradycardia (Table VIII) were in reality the result of 
pressure on the foetal skull and did not represent the 
pathological bradycardia of true hypoxic foetal distress. 

These investigations have borne out Louw’s (1955) 
contention that foetal distress is a poor indication for 
caesarean section because it is one that is apt to be 
abused. The onset of distress during labour should be 
the signal, not for dramatic action, but for thoughtful 


FOETAL DIST RESS 


Brirss 
MEDICAL JOURNAL 





reassessment and a search for a cause, particularly 
cephalo-pelvic disproportion. 


Summary and Conclusions 


Seven hundred cases of foetal distress have been 
studied, including 350 cases which formed the basis of 
a controlled investigation in which a policy of non- 
intervention was contrasted with the conventional 
approach of paying heed and offering treatment when 
the signs of foetal distress become manifest. 

Meconium staining of the liquor amnii is the one 
definite sign of foetal distress. 

The behaviour of the foetal heart is of doubtful value 
in assessing the condition of the foetus in utero, provided 
that the umbilical circulation is not occluded. 

The prognosis in foetal distress is not as gloomy as 
is generally believed. 

The sinister reputation of foetal distress depends upon 
the presence of underlying complications: the onset of 
distress should therefore be an indication to search for 
the cause rather than a demand for dramatic action. 


I thank Professor Derk Crichton for his advice and 
encouragement in the conduct of the investigations and the 
preparation of the paper. My thanks are also due to Dr. 
L. Goldman for the statistical data; to Dr. S. Disler, 
medical superintendent, King Edward VIII Hospital, for 
permission to publish the figures ; and to Sister Cullum and 
the labour ward staff for the great care with which they 
recorded foetal heart sounds, 
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In the province of British Columbia, while all racial 
groups showed a marked decline in mortality from 
tuberculosis, the most spectacular decline was among the 
Indians. In 1948 the death rate for this group was 557.1 
per 100,000 (156 deaths), in 1957, 47.6 per 100,000 (17 
deaths), and, in 1958, 24.1 per 100,000 (9 deaths). (Province 
of British Columbia, Division of Tuberculosis Control, 
Department of Health and Welfare, Annual Report for 
1958.) 
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MANAGEMENT OF PRIMARY PRIAPISM 


BY 


J. OLDFIELD, M.B., B.S., F.R.C.S. 


Senior Surgical Registrar, the Royal Victoria Infirmary, 
Newcastle upon Tyne 


Priapism is a painful erection of the penis without 
sexual desire. In most cases the erection is confined 
to the corpora cavernosa, and is due to the obstruction 
of the venous return through the dorsal veins of the 
penis. Many forms of treatment have been described 
ind applied with varying degrees of success, but “ few 
patients recovering from persistent priapism regain 
their pristine potency * (Hamilton Bailey, 1947). 

The most common cause is primary phlebothrombosis, 
ind it is thought that the initiating lesion may be 
trauma or persistent spasm of the erectile musculature 
during coitus. Most of these patients are young adults, 
and failure of complete resolution can have tragic 
consequences. The natural history of the condition is 
unpredictable. It may resolve after a variable period 
of time, sometimes a few hours, or, as in the case 
described by Tripe (1845), four months, without any 
impairment of function. It may, however, persist with 
subsequent organization and fibrosis of the corpora 
cavernosa. 

Many treatments have been described which have 
had success in the hands of their authors, but subsequent 
experience in other hands has not been satisfactory. 
They have been well reviewed by Hamilton Bailey, and 
include the following: (1) division of the pudendal 
nerves, (2) division of the ischiocavernous muscles, 
(3) ligation of the dorsal arteries, (4) aspiration of the 
corpora cavernosa, (5) incision of the corpora cavernosa, 
(6) rectal diathermy, and (7) anticoagulant therapy. A 
new approach to the problem was described by Brody 
et al. (1957) with partial success in one case after 
forcible massage under general anaesthesia. In 
1dvocating this more conservative approach to the 
problem I would like to describe two cases which have 
been under my care. 


Case 1 


The patient, aged 32, was admitted to the Royal Victoria 
Infirmary, Newcastle upon Tyne, on December 30, 1953. 
He was on leave from the Army. On the evening before 
admission he had normal intercourse with his wife. Later 
that night he was awakened with a painful erection of the 
penis, which was still present on admission to hospital. 
There was no history of previous episodes, injury, or 
venereal disease. He was a healthy young man with no 
other disability. 

The penis was rigid and held at an acute angle to the 
abdominal wall. Movement of the slightest degree produced 
severe pain. The engorgement was limited to the corpora 
cavernosa, and he was able to pass urine with difficulty. 
investigation showed no evidence of neurological or blood 
disease. 

Morphine 4 gr. (16 mg.) was given six-hourly and 
intravenous heparin, 6,000 units at once and 3,000 units 
three-hourly. After 24 hours there was no change, but the 
discomfort was bearable, and this persisted for five days 
under heparin therapy. On the fifth day the degree of 


congestion had decreased considerably, and by the next day 
had completely resolved. 

The penis remained flaccid, and later function was normal 
in all aspects. 
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Case 2 


The patient, aged 37, was admitted to hospital on 
September 2, 1958, with a painful erection which had been 
present for two days. There was no difficulty with 
micturition. For the past two years he had been having 
spontaneous erections, at intervals of one month, which 
would last approximately one hour before reduction. He 
had bathed the penis with cold water, but had been unable 
to increase the speed of resolution in any way. There was 
no history of venereal or urinary disease. 

On examination he was seen to be a healthy man, not 
in excessive pain, and afebrile. The penis was engorged. 
and held at an acute angle to the abdominal wall. Movement 
produced severe pain. 

Investigations —Blood: Hb, 88% (13 g./100 ml); 
normochromic ; normocytic ; W.B.C., 7,800/c.mm (neutro- 
phils 76%, eosinophils 2%, lymphocytes 18%, monocytes 
4%); W.R. and Kahn test, negative. Urine culture. 
negative. Intravenous pyelogram, normal. 

Morphine 1/6 gr. (10 mg.) was given six-hourly, heparin 
10,000 units intravenously, and heparin retard 2 ml. intra 
muscularly 12-hourly. After five days there was no change 
in the physical signs. 

September 7.—Pudendal 
diminution of pain only. 

September 10.—Spinal anaesthetic. 10 ml. light cinchocaine. 
Level of anaesthesia D 6. No effect on physical signs. Under 
anaesthesia, aspiration and irrigation of the corpora 
cavernosa was carried out. Dark, viscid blood was 
obtained with slight decrease in turgidity of the corpora. 
This rapidly recurred. 

September 12.—Leeches applied to the dorsal veins—no 
effect. 

September 13.—General anaesthetic. Thiopentone 8 ml., 
suxamethonium 75 mg. This produced a slight decrease 
in tension. Both corpora were again aspirated and irrigated 
with saline, with slight improvement. By evening the 
priapism had completely recurred. 

September 14-15.—Deep sedation, amylobarbitone sodium 
3 gr. (0.2 g.) four-hourly—no effect. 
= September 15.—Phenindione therapy commenced. 

September 22.—Local infiltration with 2% lignocaine— 
relief of discomfort only. 

September 29.—Pudendal block. 
each side. No effect. 

October 2.—Spinal anaesthetics ; 10 ml. light cinchocaine. 
Level of anaesthesia, D6. This produced a definite decrease 
in turgidity of the corpora. On this occasion forcible 
massage was applied to the shaft of the penis, forcing blood 
from the glans to the root of the penis. This was continued 
for five minutes, and at the end of this time the penis was 
quite oruised and flaccid. It could be brought to an angle 
of 120 degrees to the abdominal wall. This improvement 
was maintained after the effects of the anaesthetic had 
passed off. 

October 6.—Forcible massage repeated under general 
anaesthesia with marked improvement. At the end of the 
manipulation the penis was completely flaccid. The same 
evening the congestion had recurred, but a definite degree 
of improvement was maintained. 

October 10.—Forcible massage under general anaesthesia 
with complete success ; the flaccidity was maintained. 

Four days later the patient was discharged home on 
phenindione, which was continued for one month. The 
improvement has been maintained, but for two months 
after discharge he was unable to produce an erection. 

When reviewed on December 8 he was well satisfied with 
the result and was now able to have normal intercourse. 
The erection was, however, defective in that the right corpus 
cavernosum failed to fill satisfactorily, producing a deviation 
of the penis to the right. On examination the root of the 
right corpus cavernosum was found to be fibrotic. 


nerve block 2% lignocaine- 


5 ml. “ proctocaine ” 
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Discussion 


The final cause of persistent priapism is thought to 
be thrombosis of the dorsal veins draining the corpora 
cavernosa into the pelvic plexus of veins. The initial 
may be spasm of the erectile musculature, or 
possibly trauma, which could occur during coitus. 
Thrombosis of the corpora appears to be delayed for 
some time, and this delay can be prolonged indefinitely 
by anticoagulant therapy. Resolution may occur in 
the early stage by relief of the muscular spasm. This 
is presumably what occurred in the second case in the 
earlier attacks After thrombdsis has _ occurred 
resolution can be achieved only by recanalization of 
the dorsal veins, and this, too, may occur spontaneously 
after a considerable time, as in the case quoted by Tripe 
(1845). If the thrombosis persists, the rational 
approach to the problem would appear to be a direct 
attack on the vein to perform a disobliterative operation 
This would be a very difficult and uncertain procedure. 
The problem is simplified if the thrombus could be 
persuaded to move on into a part of the pelvic venous 
plexus where it does not produce such drastic effects 
This is presumably what happens after forcible massage, 
the dorsal veins being cleared of thrombus, allowing 
idequate drainage to occur. 


cause 


In our second case the disobliteration of the vein 
was produced after 30 days, and this resulted in a 
partial recovery of normal function. I feel that if the 
procedure had been attempted earlier a better result 
might have been possible 


Summary 

lwo cases of persistent priapism are presented. The 
first resolved after five days on anticoagulant treatment 
ilone. The second partially resolved after 30 days on 
inticoagulant therapy followed by forcible massage of 
the penis under general anaesthesia. 

It is suggested that this non-operative method of 
management should be tried in the early stages of the 
condition. 


I thank Mr. D. C. Dickson for permission to publish 
the second case, and Mr. G. Y. Feggetter and Mr. S 
Mottershead for their helpful criticisms. 
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The Pakistan Medical Research Council has now 
established the quarterly Pakistan Journal of Medical 
Research. The chairman of the editorial board is Dr. M. 
JaFarR, and the editor Dr. M. M. Sippiq Husa. The 
overseas subscription rate is 24 Pakistan rupees (£1 16s.) 
1 year, and inquiries should be sent to the Editor-Secretary, 
Director, Bureau of Laboratories, Government of Pakistan, 
Karachi Cantt. 
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St. Bartholomew's Hospital, London 


Haemoglobin H was discovered in i955 (Rigas, Koler, 
and Osgood, 1955; Gouttas, Fessas, Tsevrenis, and 
Xefteri, 1955), and its appearance in the phentoype is 
associated with the inheritance of thalassaemia 
(Motulsky, 1956). Oriental Jews are known to harbour 
the thalassaemia gene, particularly those from Kurdistan 
(Schieber, 1945 ; Matoth, Shamir, and Freundlich, 1955). 
We can now report the finding of haemoglobin H disease 
(haemoglobin H thalassaemia) in a Babylonian (Iraqi) 
Jewess and her daughter. The case presents two further 
points of interest. There was a decreased glutathione 
stability of the red cells in the mother, and, in addition 
to haemoglobin H, an abnormal foetal haemoglobin 
“ Bart’s” (Ager and Lehmann, 1958) was present in 
both mother and daughter. 


Case Report 

A 40-year-old Jewish woman from Bagdad was sent to 
the Tel Hashomer Hospital because of dizziness and 
increasing fatigue for the previous six months. There was 
no contributory history, and the patient had never been 
jaundiced. On physical examination the only positive 
findings were pallor and hepatosplenomegaly, both liver 
and spleen being palpable for two fingerbreadths below 
the costal margin. No skeletal abnormalities were found 
on x-ray survey. 

Blood Examination 

Plasma: serum proteins were normal in amount and 
distribution (paper electrophoresis). Serum lability (liver 
function) tests showed nothing abnormal. Serum bilirubin: 
total 1.1 mg./100 ml., direct 0.4 mg./100 ml. Serum iron 
165 »g./100 ml. White cells: total count 6,200/c.mm. ; 
differential count normal. Red-cell count 4,540,000/c.mm. ; 
haemoglobin 7.7 g./100 ml. ; P.C.V. 34% ; M.C.V.75 cubic 
microns; M.C.H. 17 pyg.; M.C.H.C. 23% ; reticulocytes 
7.8%. Inclusion bodies were seen in the red cells on 
incubation with brilliant cresyl blue. Osmotic fragility 
was reduced and the bone-marrow showed an erythrocytic 
hyperplasia. The stained smear (Fig. 1) showed marked 
poikilocytosis, many target cells, and 4 nucleated red cells 
per 100 white cells. Coombs test was negative. Glutathione 
stability was reduced: 27 mg./100 ml. red cells ; glucose-6- 
phosphate dehydrogenase activity 9.1 OD units/g. haemo 
globin (Szeinberg, Sheba, and Adam, 1958). 

Haemoglobin.—The haemoglobin was examined by 
paper and starch electrophoresis, the first at pH 8.6 and 
at pH 6.5, the latter at pH 8.8. On paper electrophoresis 
three fractions were seen in the position of A, Bart's, and 
H (Fig. 2). On starch electrophoresis it was seen that 
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haemoglobin Az was present. On eluting the various 
fractions it was seen that Bart’s amounted to 8% and H to 
%. Haemoglobin As amounted to 1%. [In the one-minute 
lkali denaturation test of Singer, Chernoff, and Singer 
1951) om three different occasions 4.5, 5.7, and 3.5% 
espectively of the total haemoglobin was found to be 
lkali-resistant. Almost al] of this could be accounted for 
by the Bart’s component, which has about half the alkali 
resistance of haemoglobin F in this test. On chromato- 
eraphy in “amberlite IRC 50,” however, traces of 
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Fic. 1.—Red cells of propositus, (Leishman. xX 1,000.) 
Patient A + H Control 


Line of Application 





Fio. 2.—Comparison by hanging-strip paper electrophoresis at 

pH 8.6 of haemoglobin A plus H and the patient’s haemoglobin. 

In the patient’s sample three components are visible—A, Bart’s, 
and H. The strip was photographed unstained. 


haemoglobin F could be demonstrated. The amount was 
the same or perhaps slightly more than that seen by this 
nethod in normal bloods. 

Family Study.—The patient’s sister had erythrocytes of 
the thalassaemia minor type: 4,460,000/c.mm.; haemo- 
globin 9.9 g./100 ml.; P.C.V. 30% ; reticulocytes 4.4% ; 
ilkali-resistant haemoglobin 1.7% (just within the normal 
imits); serum iron 133 ,g./100 ml. Of the patient's 
four children, two (one son and one daughter) showed no 
ibnormality ; one daughter showed as the only abnormality 
3.16% alkali-resistant haemoglobin in the one-minute test. 
The fourth child, a daughter, presented with a very similar 
blood picture to that found in her mother. Inclusion bodies 
were more numerous on incubation of the red cells with 
brilliant cresyl blue. On electrophoresis, haemoglobin A, 
Bart’s, and H were found, but the proportion of H was 
greater than that of Bart’s. On elution the first amounted 
to 9% and the second to 4%. Virtually no haemoglobin 
F was found. 


Discussion 


Haemoglobin H has mostly been found in people of 
Mongoloid extraction, the only non-Mongoloid popula- 
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tion in which this pigment has been seen with some 
frequency being Greeks. Similarly, haemoglobin Bart's 
has mostly been seen in Mongoloids and also in some 
Greek infants. The present case is the first instance of 
a haemoglobinopathy other than thalassaemia in a 
Jewish person. Haemoglobin H has been shown to 
consist purely of one of the two polypeptide chains 
forming the normal adult haemoglobin. Of the two, 
alpha and beta, only the second is present in haemo- 
globin H. Haemoglobin H is haemoglobin A without 
the alpha-chain (Jones, Schroeder, Balog, and Vinograd, 
1959). Haemoglobin F has the same alpha-chain as 
haemoglobin A (Hunt, 1959), but the second chain is so 
different from the beta-chain that it has been called 
gamma-chain (Schroeder and Matsuda, 1958). Haemo- 
globin Bart's is the foetal equivalent of haemoglobin H ; 
it consists solely of gamma-chain polypeptide and can 
be considered to be haemoglobin F with the alpha-chain 
missing (Hunt and Lehmann, 1959). As haemoglobins 
A and F share the same alpha-chain one would expect a 
deficiency of the alpha-chain to cause H to be found 
in adults and Bart’s in infants. Infants with haemo- 
globin Bart's, however, do not form haemoglobin H 
when they grow up, and haemoglobin Bart’s has been 
seen without H in a 14-year-old boy with thalassaemia 
(Choremis, Zannos-Mariolea, Ager, and Lehmann, 
1959). Thus it might seem that the formation of the 
adult and foetal alpha-chains is controlled independently. 

The present findings, however, suggest that the 
difference in the alpha-chain deficiency is quantitative 
rather than qualitative. While, for example, in the 
propositus suppression of the foetal alpha-chain is 
virtually complete, that of the alpha-chain production 
for haemoglobin A is much less, and more than 80% of 
the total haemoglobin consists of haemoglobin A. 
Furthermore, the presence of the two alpha-chain- 
deficient haemoglobins H and Bart's in a mother 
and her daughter while none of the other three 
children of the propositus has inherited either of these 
two singly, strongly suggests that the alpha-chain 
deficiency is one single genetic defect. 

If the twofold alpha-chain deficiency is indeed the 
outcome of a single cause one would expect to find the 
combination of haemoglobin H with haemoglobin Bart’s 
more often. There is an indication that this might indeed 
occur. A noteworthy difference between haemoglobin F 
and the adult haemoglobins is its high isoleucine content 
(Schaaf and Huisman, 1955). This must obviously be 
due to a high isoleucine content of the gamma-chain. 
It is therefore difficult to understand that Huisman 
(1959) found haemoglobin H—now known to be the 
beta-chain tetramer—to be unusually rich in isoleucine. 
Huisman had prepared his haemoglobin-H fraction by 
starch slab electrophoresis where H and Bart's are 
difficult to separate, and at a time when haemoglobin 
Bart’s had not yet been discovered. The high isoleucine 
content of his haemoglobin fraction might therefore 
have been due to an undetected admixture of Bart’s 
with the gamma-chain tetramer.* 





*In a study of 415 cord bloods from Thailand by S. Tuchinda, 
C. Vareenil, P. Bhanchit, and V. Minnich (Pediatrics, 1959, 16, 43) 
haemoglobin Bart's was found in 22 (two of the infants were 
twins). One infant with haemoglobin Bart's had a sister with 
haemoglobin H. On the other hand, the authors refer to a paper 
which is in preparation on “ two ‘fast’ hemoglobin components 
found in thalassemia hemoglobin H disease,” and in their present 
paper they state that the abnormal foetal haemoglobin seen in the 
22 babies has the properties of the second “ fast component 
which they had found in some patients together with 


haemoglobin H. 
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The decreased glucose-6-phosphate dehydrogenase 
deficiency in the propositus has probably no bearing 
on her haemoglobinopathy. It is found in about 
20% of Iraqi Jews, and its presence in this patient 
can be presumed to be a coincidence. 


Summary 


Haemoglobin H disease in a Jewish woman from 


Bagdad is described. This is the first record of a 


haemeglobinopathy other than thalassaemia in a 
person of Jewish descent. In addition to haemo- 
globin H the abnormal foetal haemoglobin Bart’s 


was found, and the significance of this association 
is discussed. One of the woman’s four children 
ilso had haemoglobin H disease in association with 
haemoglobin Bart's 
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COMPARISON OF TWO ANALGESICS IN 
THE PROPHYLAXIS OF POST- 
EXTRACTION PAIN 
BY 


PATRICK M. PAWSEY, M.B., 
F.D.S. R.C.S. 


B.S., B.D.S. 


AND 


E. H. SEELEY, F.D.S.R.C.S. 
Department of Oral Surgery, University of Manchester 


A new. synthetic, benzmethoxazone (Boehringer, 
Ingleheim), was presented to us as a mild analgesic of 
the aspirin type. Reported work showed that it had a 
relatively slow clearance rate and that adequate blood 
levels were maintained for more than half as long again 
as with acetylsalicylic acid (Beisenherz et al., 1957). 

Pain after extraction of teeth is a common 
complaint, and such a compound appeared to offer 
advantages for its relief, provided its pain-killing 
potency was at least as good as that of other analgesics 
in common use. 

In this department it has been routine practice to give 
patients a small supply of codeine compound tablets 
following a difficult extraction, so a blind trial was set 
up to compare the new substance with this preparation. 


HAEMOGLOBIN H DISEASE 
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The benzmethoxazone was made available under the 
name Ap. 674 as standard tablets of the same size, shape, 
and colour as the codeine compound tablets but 
containing 250 mg. of benzamethoxazone, 300 mg. of 
phenacetin, and 50 mg. of caffeine. 

The analysis depends on the post-operative pain 
which some patients have been found to experience 
during the first 48 hours following the extraction of 
teeth. 

The comparative trial reported here was made on 
1,000 patients: 500 were given codeine compound 
tablets and 500 were given Ap. 674. 


Method 


A record of each patient was kept on a punched 
card. The patients involved were routine adult cases 
attending the local anaesthetic department requiring 
extraction of teeth. 

Each patient involved in the series had two tablets 
just before the operation ; further tablets for the post- 
operative period were given in an envelope with written 
instructions and a printed and stamped postcard on 
which to record the post-operative symptoms. The 
patients were asked to place a cross opposite the amount 
of pain experienced—none, mild, or severe. Those 
patients attending in the morning were to take 2 tablets 
it 4 p.m. and 2 at 10 p.m. The afternoon patients 
were to take two tablets at 9 p.m. In other words, each 
patient had two tablets between five and seven hours 
after their extraction. Cards posted more than 48 
hours post-operativcly were analysed separately, and the 
results are not included in this article. 

In any one group of three consecutive patients one had 
no tablets, one had codeine compound tablets, and one 
had Ap. 674. The cards and appropriate tablet packets 
were numbered in series as the patients entered the 
clinic. The operator punched the index card while the 
local anaesthetic was given time to act, and at the same 
time gave the patient routine instructions. 


Results 


The postcard was returned adequately completed by 
90.1% of the patients within 48 hours of the extraction. 
A further 6.3% returned the card at a later date. No 
account was taken of the latter group in this report, as 
it was felt that post-operative infection could confuse 
the issue after 48 hours had elapsed. 

Table I shows a simple analysis of all patients. In 
the series of 500 patients taking no analgesic or placebo 
only 336 (67.2%) returned the postcard. Though the 
default of one-third of these patients is likely to make 
the “severe” group appear larger, the figures are 
included for the sake of completeness. Table II is a 
percentage analysis of cards returned derived from 
Table I. Though it would appear that the codeine 
compound was more effective, analysing the 3 x 2 table 
of codeine compound against Ap. 674 by a chi-square 
test it is found that x*=3.73 with two degrees of 





TABLE I.—Analysis of All Patients 











Pain No 
===! Reurn | Total 

None | Mild | Severe Made 
Codeine compound tablets 268 | 156 19 | $7 500 
ae. «<< he ee 168 32 | «42 500 
No tablets .. 137 160 39 164 500 
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freedom, P=0.155. Thus on the basis of this analysis 
there was no significant difference between the properties 
of the two tablets. 

More detailed analysis necessarily limits the number 
falling into each group. Figures for pain suffered 
immediately after the anaesthetic wore off compared 
with that occurring later in the day, and presence 
against absence of pre-operative pain, showed a 
remarkable similarity of properties in the two tablets in 
the series. A possible sex difference in perception of 
pain is demonstrated in Table III, where it can be seen 
that 62.5% of the females complained of pain compared 
with 48.3% of the males. 


TaBLe II.—Percentage Analysis of Pain Indicated on Cards 





Returned 
None Mild | Severe 
Codeine compound | 605 35-2 43 
Ap. 674 563 | 367 70 
No tablets 40:8 476 | 11-6 





TaB_e Ill.—Percentage Analysis of Pain Groups “Against Sex 














None Mild | Severe 
729 males ci [ —_«~— 41-6 67 
361 females 37°5 50 12-5 
Discussion 


Because of the difficulty of estimating critically the 
amount of pain a patient suffers, it is possible to make 
a useful comparison of analgesics only by recourse to 
a large number of patients and by limiting the choice 
of description by a suitably designed return card. It 
was found that less than 1% of the patients indicated 
that their pain fell outside the choice of “mild” or 
* severe.” 4 

The thanks of many patients written on _ their 
postcard in the space available for comment and the 
high return achieved in this series suggests that the 
method used forms a useful contribution to the 
estimation of prophylactic properties of analgesics. The 
large number of patients attending for extractions also 
allows a rapid survey to be made. This clinical trial, 
involving 1,500 patients (including the 500 who had no 
tablets), was completed in less than eight weeks. 

It is hoped that a complete analysis of the details 
recorded (sex, age, teeth extracted, operative difficulties, 
indication for extraction, antibiotic cover, etc.) will 
indicate which patients suffer the most pain. This is to 
be the subject of another paper. 

Though there is no significant difference in pain- 
killing potency shown between the two tablets in this 
series, Ap. 674 may be recommended because, unlike 
the codeine compound, it has not been shown to cause 
constipation, gastric bleeding, or other undesirable 
side-effects. 


Summary 


In a double-blind trial covering 1,000 patients 901 
returned a questionary. Compound benzmethoxazone 
tablets and codeine compound tablets were found to be 
of equal value in the prophylaxis of post-extraction 
pain. 
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TOXIC CATARACT 


BY 


ROBERT CRAWFORD, M.D., D.O.M.S. 
Consultant Ophthalmologist, Kent and Canterbury Hospital 


A man aged 42 complained of blurred vision and 
double vision for a week. Both lenses showed 
uneven opacities throughout, the best corrected vision 
being 6/6 and 6/9. He was a fit and energetic games- 
player, and his doctor reported his health to be 
perfectly normal. Surprisingly, the blood-sugar 
tolerance was normal, and so were the blood count and 
E.S.R. 

It later transpired that the patient had been taking 
a whole or half capsule of “carbrital °—pentobarbi- 
tone, +14 gr. (SO-100 mg.), and carbromal, 2-4 gr. 
(130-260 mg.)—every night for five years. He himself 
decided to see whether this was causing his symptoms, 
stopped it for three nights, and noticed an immediate 
improvement, which ceased when he took carbrital 
again. He then informed his doctor of his experiment, 
was given butobarbitone instead, and has taken no more 
carbrital. His eyes were examined after a further two 
weeks, and the lenses were practically clear ; the vision 
was 6/5 with each eye, and a small change in his weak 
hypermetropic astigmatism was noted. After a further 
10 days there was no lenticular opacity and he has been 
free of symptoms in the eight weeks since. 

Toxic cataracts are, of course, well known: Duke- 
Elder (1940) discusses those due to dinitrophenol, ergot, 


thallium, naphthalene, lactose, galactose, and 
paradichlorobenzene. It has been shown (Fitzhugh 
and Buschke, 1949) that various naphthalene 


compounds are more effective in producing cataracts 
than is naphthalene itself. Elaborate biochemical 
studies (Ogino and Ichihara, 1957; Ogino, Tojo, 
Fujishige, and Katumori, 1957; Ogino and Yasukuru, 
1957) have been carried out to try to determine the 
effective agents in both experimental and human 
cataracts. 

2: 4-Dinitrophenol was first used in the U.S.A. in 
1933 as a slimming agent; it accelerates metabolism. 
By 1938 150 cases of permanent bilateral cataract 
resulting from its use had been reported. Only 0.86% 
of patients taking the drug develop cataract (Horner, 
1942), and there is no correlation between dosage or 
duration. One pair of identical twins were both 
affected, and two people in the same family were also 
affected. Some species of animals are susceptible and 
others not; there must be some genetic susceptibility. 
Efforts to produce cataracts experimentally with 
2: 4-dinitrophenol were unsuccessful for some time ; 
later work with ducklings and chickens (Rigdon et al., 
1959; Buschke, 1947) gave acute and _ reversible 
cataracts, unlike the insidious, delayed, and irreversible 
type seen in man. 

Work with rabbits and guinea-pigs shows that lethal 
amounts of 2: 4-dinitrophenol can readily be absorbed 
through the skin (Spencer er al., 1948). During the 
first world war, 2:4-dinitrophenol, in use as an 
explosive, caused 27 deaths from poisoning in France, 
3 in the U.S.A., and | in England. 

3:5-Dinitro-o-cresol is also an accelerator of 
metabolism and has been used in the treatment of 
obesity, causing several deaths, and in one case cataract 
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and glaucoma (Gilbert-Dreyfus and Onfray, 1937). It 
is also widely used as an insecticide, fungicide, and 
weed-killer, when it has been found severely toxic, 
though no case of cataract has been recorded from 
agricultural or industrial use (Barnes, 1953). 

Dinitrobenzene has caused reduction in visual fields, 
retinitis, and optic neuritis, but no recorded cataracts 
(von Oettingen, 1941). 

Paradichlorobenzene is 
clothes-moth. It is toxic, and may cause delayed 
bilateral cataracts; in one case bilateral cataract 
occurred 14 months after the onset of general toxic 
symptoms and 12 months after contact had ceased 
(Berliner, 1939). 

Weinstock et al. (1958) and Butterworth et al. (1959) 
have tested a number of drugs for their ability to 
produce experimental cataract in mice, with positive 


widely used against the 


results from DtL-methadone hydrochloride, pethidine 
hydrochloride and three of its reversed esters, and 
morphine sulphate and some of its analogues. The 


cataract in mice is reversed by N-allylnormorphine 
(Butterworth ef al., 1959). 

No experimental cataract resulted from the use of 
pentobarbitone, phenobarbitone, or cyclobarbitone, but 
carbromal has not yet been tested (Weinstock, personal 
communication). In view of this, and as butobarbitone 
has not caused cataract in the patient in question, it may 
be supposed that it was the carbromal which was 
responsible for his condition. 

It would be instructive to give him carbromal alone 
as a Clinical trial, but not justifiable, as there is no 
certainty that a recurrent cataract would be fully 
reversible. 

Unlike the compounds already mentioned, which are 
aromatic benzene derivatives, carbromal is an open- 
chain ureide, 1-bromo-1l-ethylbutyrylurea. 

Carbromal has been regarded as a relatively safe 
hypnotic, but doses in excess of the therapeutic range 
may cause acute toxic symptoms, and deaths have been 
recorded. Long-continued administration may give rise 
to chronic poisoning resembling bromism (Martindale, 
1958). Two deaths are recorded from 20 and SO 
tablets (10 and 25 g.). Among cases of acute poisoning 
admitted to the psychiatric division of the Copenhagen 
Municipal Hospital in 1943-6 it was the third most 
common agent, with a mortality of 6%. Chronic usage 
leads to loss of energy and ability, and to depression 
(Magnussen, 1948). Purpuric eruptions are not 
uncommon, and are usually seen after a dosage of from 
3 to 20 gr. (0.2 to 1.3 g.) taken nightly for between a 
few weeks and a year (Borrie, 1955). 

Mental depression, with slurred speech, was found in 


a woman taking six to eight “persomnia”™ tablets 
nightly for six months (Stroh, 1955). Steel and 
Johnstone (1959) have reported a case of addiction 


ending in death, and have emphasized the concern felt 
over the unrestricted sale of carbromal and the difficulty 
in dealing with addicts. 

No previous account of carbromal-induced cataract 
has been found in the literature. 


Summary 
Reversible cataracts were seen in a man who had 
taken carbrital daily for five years ; this toxic effect has 
not previously been described, and appears to have been 


TOXIC CATARACT 


due to the carbromal. 
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The known toxic effects of 


carbromal and other causes of toxic cataract are briefly 


discussed. 


Proprietary Preparations Containing Carbromal, with 
their Other Ingredients 


With acknowledgments to Dr. B. A. Young 


Abasin (Bayer Products) 
Carbrital (Parke, Davis) 
Carbromal compound tablets 

(Bencard) ei es 
Carmerin (Napp) 


Acetylcarbromal 
Pentobarbitone sodium 


Phenacetin, caffeine, codeine 
Mephenesin, reserpine 


Dormiprin (Clinical Products) Bromvaletone 

Fydalex (Boots) ' mn Ephedrine, theophylline 

Hyperysin (Hommel) Papaverine nitrite, hexamine, 
and chloral hydrate 

Menopax (Clinical Products) Ethinyloestradiol, bromvale- 
tone 


Belladonna, ephedrine, hydro- 
chloride, phenacetin, codeine 
phosphate, bromvaletone 


Menovo (Clinical Products) . . 


Noctynol (Moore Medicinal Mephenesin, bromvaletone. 
Products) ascorbic acid 

Persomnia (Clinical Products) Bromvaletone 

Relaxa (International Labora- Bromvaletone, calcium phos- 
tories, Chessington, Surrey) phate 


Bromvaletone, aluminium 
hyroxide, mephenesin, 
rauwolfia 

Bromvaletone, phenacetin, 
aneurine hydrochloride 


Sedaltine (Clinical Products) 


Sedumax (Calmic) 


Slumbrin (Rybar Laboratories) Bromvaletone 

Somnotil (Allied Laboratories) Bromvaletone 

Viredrin (Clinical Products) . . Methyltestosterone, ethinyl- 
oestradiol, dexamphetamine 


sulphate, bromvaletone 
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The out-patient clinic for the treatment of alcoholism, 
established by the Church of England Temperance Society 
at 14, Gloucester Place, W.1, is now to be known as the 
Reginald Carter Foundation. The number of patients, seen 
by appointment and without fee, has recently increased 
considerably and the Bishop of London has launched an 
appeal foi ‘£50,000 to enable the Foundation to meet the 
demands being made upon it. 
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Disseminated Encephalomyelitis after 
Influenza 


The following case of disseminated encephalomyelitis 
treated with corticotrophin may be found of interest. 


Case REPORT 

A boy of 14 was admitted to the Government General 
Hospital, Madras, on June 19, 1957, during the epidemic 
period of influenza, with a complaint of inability to use 
the right arm and leg and retention of urine. About five 
days before admission he attended the Government 
Ophthalmic Hospital, as an out-patient, for diplopia of 
rapid onset, with headache and pain in the nape of the 
neck and in the right arm. Fever, vertigo, vomiting, and 
pain on moving the eyes were not present at that time. The 
diplopia disappeared after persisting for two days, without 
any particular treatment for it. Three days after subsi- 
dence of the diplopia his right leg began to drag while 
walking, and in the course of a day he completely lost 
power in his right arm; he also developed retention of 
urine. At the time of admission his temperature was 99° F. 
Giz" €h 

About a vveek before the onset of the neurological 
disability he had fever for two days, the symptomatology 
being suggestive of a mild attack of influenza. During that 
fever he did not lose consciousness or develop any skin 
rashes. Other cases of influenza occurred in the family at 
that time. There was no other information of relevance in 
the past history or the family history. 

On admission he was well nourished, conscious, and 
co-operative. He was not anaemic and there was no 
oedema or alteration of temperature or of sweating over 
his paralysed limbs. He showed no alteration of emotion, 
his speech was normal, and he was right-handed. He was 
unable to walk. 

Second cranial nerve:—-Acuity of vision normal; field 
by confrontation perimetry normal; colour vision normal. 
Fundi:—Established, slight papilloedema on the left side ; 
commencing papilloedema on right side. (The findings in 
the Ophthalmic Hospital five days previously were the same, 
with, in addition, slight diminution in the acuity in the left 
eye and paresis of the left lateral rectus. Fields of vision, 
normal.) Third, fourth, and sixth cranial nerves:—No 
diplopia, no. strabismus; nystagmoid movements on 
deviation to either side ; pupils normal and reacting to light 
and accommodation. The other cranial nerves, including 
the seventh, were normal. 

Spinal Motor System.—Complete loss of power in the 
ight upper limb and marked paresis of right lower limb 
with weakness, especially at the distal joints. The tone was 
normal in the right upper limb, slightly spastic in the lower 
limb ; no wasting or fibrillation. Co-ordination in the right 
limbs could not be tested. On the left side, power, 
co-ordination, and tone were normal. 

Sensory System.—No subjective or objective alterations 
of sensations except that for a day or two at the onset of 
the illness there was shooting pain in the right side of the 
nape of the neck and right upper extremity. 

Reflexes.—Superficial ; corneal reflexes normal on both 
sides. Epigastric and upper abdominal reflexes lost 
bilaterally. Lower abdominal and cremasteric reflexes 
retained bilaterally. Plantar response; extensor on the 
right side, flexor left side. Biceps, supinator, and triceps 
jerks were just elicited on the right and normal on the left. 
Knee- and ankle-jerks were exaggerated on the right and 
brisk on the left. Bladder distended. Bowels constipated. 
No .neck rigidity or Kernig’s sign. Spine and cranium 
normal. Examination of other systems revealed no 
abnormality. 


Investigations.—Total leucocyte count, 10,400/c.mm. 
(P. 73%, L. 17%, E. 9%, M. 1%); B.P. 110/80 mm. 
Lumbar puncture: C.S.F. not under tension ; rate, 50 drops 
a minute. Jugular compression increased rate of flow of 
C.S.F. Cells, 52/c.mm., mostly lymphocytes; protein, 
32 mg./100 ml.; globulin, nil; sugar, 68 mg./100 ml. ; 
chlorides, 670 mg./100 ml.; V.D.R.L. tests, negative. 
Lange’s colloidal curve, not done, blood V.D.R.L. tests, 
negative. X-ray examination of the skull and chest showed 
no abnormal findings. Urine: acidic; no albumin; no 
deposits; no bile pigments or urobilinogen. 

Serological Test for Influenza.—As the patient was seen 
late in the illness so far as the attack of influenza was 
concerned, only a single specimen of the serum could be 
collected and sent to the Government of India Influenza 
Centre at Coonoor. The serum inhibited the antigens to the 
following titres: 


; Asian subtypes: Singapore strain 32 
Type A { » Kolar VI $12 
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(Dr. I. G. K. Menon, director of the Centre, who kindly 
reported on the serum, commented that it was difficult to 
draw conclusions from these figures as only a single 
specimen was examined and that there could have been 
infection by both type A and B in this case, though one 
could not be sure about it.) 

The patient was put on corticotrophin (soluble), 20 units 
in an intravenous drip in 5% glucose, after excluding the 
usual contraindications. A remarkable improvement was 
noticed. He was able to perform slight movements in the 
paralysed right upper limb even after the first infusion. By 
the second day of treatment he had recovered control over 
his bladder. He was able to walk and to use his right 
upper limb more or less normally after the fifth day and 
had regained complete urinary control. The initial low 
intermittent fever ranging up to 99° F. (37.2° C.) was 
controlled in two days. The dose of corticotrophin 
was reduced to 10 units, and cortisone 100 mg. a day was 
started on the sixth day. From the seventh day onwards 
cortisone alone, 100 mg. daily, was given for 10 days ; it was 
then tapered off and stopped two days after. 

A month after the conclusion of treatment re-examination 
showed no neurological abnormality. Eight months later 
there was no recurrence of symptoms or signs. 


COMMENT 

The clinical picture was that of a disseminated 
encephalomyelitis rather than of classical disseminated 
sclerosis considering the patient's age, the febrile onset, 
the bilateral optic neuritis, and the radicular pain 
(McAlpine, 1931 ; Miller and Evans, 1953). Coming as 
it did so soon after an overt attack of influenza, it is 
probable that the latter had a direct causal relationship, 
though the serological proof is not unassailable. The 
neurological picture corresponds roughly to the two 
cases of the “ myelitic type” described by Leigh (1946) 
and the two cases described by Greenfield (1930) where 
the histology showed acute disseminated encephalo- 
myelitis. 

The response to _ corticotrophin, which was 
subsequently maintained by cortisone, was dramatic, 
and the question arises here, as in other instances of the 
use of corticotrophin in diseases capable of showing 
spontaneous remissions, whether the corticotrophin was 
responsible for the remission. The improvement was so 
striking that one is reluctant to regard it as purely 
coincidental. The reported cases of Miller (1953), 
Miller and Evans (1953), and Miller and Gibbons 
(1953) bear some evidence to the possible efficacy of 
corticotrophin in disseminated encephalomyelitis of 
viral origin. 
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My thanks are due to the Dean, Government General 
Hospital, Madras, and to Dr. K. S. Sanjivi, professor of 
medicine and physician in the hospital, under whose care 
the patient was admitted, for permission to publish this 
case. I thank Dr. L. G. K. Menon for the report and 
comment on the serology of the case. 


K. V. THIRUVENGADAM, M.D., B.Sc. 
Medical Registrar, 
Government General Hospital, Madras 
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Sudden Death in Infancy. Str. pyogenes 
Type 12 Isolated at Necropsy 


Sudden and unexpected death in the first year of life 
represents an important paediatric and pathological 
problem. A proportion of deaths can be attributed to 
asphyxia due to aspirated food or vomit and to other 
causes, but many are undoubtedly the result of fulminant 
infections. 


Bacteriological examination of post-mortem material 
is often disappointing, but cultures from the depths of 
the lung are always a worth-while procedure, and 
occasionally a pathogenic micro-organism may be 
recovered. In the present case Streptococcus pyogenes 
type 12 was isolated, and strong circumstantial evidence 
of the source of infection was obtained by the isolation 
of an identical type of Str. pyogenes from the throat 
of the infant's nurse. 

Case REPORT 

A healthy thriving male child of 54 months died suddenly 
in a welfare home without any previous iliness. The 
obstetric history was normal. The birth weight on July 4, 
1957, was 7} Ib. (3.4 kg.). 

On December 12 a 7-oz. (200-ml.) feed of milk and 
“ farex” was given at 10.30 a.m. and the child was placed 
in the prone position, resting on his elbows in his cot. At 
11.10 a.m, a nurse noticed that “his head looked very 
pale.” He was then lying on his side, and when examined 
he was in fact dead. 

Necropsy was carried out at 8.30 p.m. on the same day ; 
the relevant findings were as follows. The body was that 
of a well-developed infant with no external abnormalities. 
Nutrition was excellent and the whole body presented the 
appearance of an extremely well cared for infant. On 
handling the body, a little milk feed was discharged from 
the mouth and nose. The bronchi were examined in 
continuity with the trachea and the larynx. It was established 
beyond all question that no aspiration of gastric content had 
occurred. The only material present in the bronchi or 
trachea was some frothy oedema fluid, and this compared 
markedly with the food present in both stomach and 
oesophagus. The lungs on section were grossly ocdematous 
and fluid could be expressed from them. There were no 
areas of consolidation. 

On microscopy the air spaces showed variable amounts 
of oedema fluid. Many of the interlobular septa showed 
very marked oedema with dilated lymphatic channels. 
Mononuclear cells were prominent in some of the air spaces, 
but there was no acute inflammatory reaction. Aggregates 
of lymphoid tissue were prominent throughout the lung 
substance. It was debatable whether there was a slight 
increase of mononuclear cells in the submucosa of some 
of the bronchi and round some of the small venules in the 
lung substance. Microscopical examination of the larynx 
and trachea showed a slight prominence of mononuclear 
cells, including an occasional plasma cell, in the sub- 
epithelial tissue. Microscopical examination of all the other 


organs confirmed the ee: impression that they were 
normal, and there was no evidence of myocarditis or 
encephalitis. 

Bacteriology—The cultures were obtained by Pasteur 
pipettes from the depths of the !ung after cautery of the 
pleura. They were then spread direct on to blood-agar 
plates and incubated for 18 hours at 37° C. The culture 
showed haemolytic streptococci ++, Str. viridans +, and 
non-haemolytic streptococci +. The haemolytic steptococcus 
proved to be Str. pyogenes type 12 by precipitation and 
agglutination, 

COMMENT 

The gross findings at necropsy exclude any possibility 
of suffocation following aspiration of the feed recently 
given. The histological findings are of themselves not 
conclusive, but, in view of the isolation of Sir. pyogenes 
type 12 from the lungs in large numbers, they are 
consistent with a fulminant infection. The isolation of 
pathogenic micro-organisms, such as Str. pyogenes, from 
the tissues is often of doubtful significance, especially 
when enriched broths are used which favour the recovery 
of perhaps only an occasional organism. When, 
however, large numbers of organisms are recovered on 
primary isolation it is almost certainly indicative of 
infection by that organism. 

The apparent increase of mononuclear cells in the 
interstitial tissue of the lung, in the walls of the bronchi, 
in the air spaces, and in the subepithelial tissue of the 
trachea and larynx may represent a minimal interstitial 
reaction in the respiratory tract to some infection, 
probably of virus origin. The fulminant infection by 
Str. pyogenes may have been facilitated by this. It is 
doubtful if it alone provoked any response except the 
non-specific one of pulmonary oedema. Arey and Sotos 
(1956) have reported two cases of sudden unexpected 
death in previously healthy infants due to beta-haemolytic 
streptococcal infections, and Werne and Garrow (1953) 
have recorded six cases in which they isolated Strepto- 
coccus haemolyticus. The isolation of Str. pyogenes in 
significant numbers from post-mortem tissues in this 
type of case would, however, from the literature, appear 
to be relatively uncommon. 

In view of these findings, nose and throat swabs were 
taken from all staff connected with the home—that is, 
matron, assistant matron, five nursing assistants, and 
four domestic staff. Str. pyogenes type 12 was isolated 
from the throat of a nursery assistant who was mainly 
responsible for the preparation and giving of this infant’s 
feeds. On detailed questioning the nurse admitted to 
having had a sore throat at the time of the infant's 
death. Four other members of staff had haemolytic 
streptococci in their throats, but mone of these was 
group A. Sensitivity tests to the commoner antibiotics 
were carried out, and both type 12 organisms gave 
identical results. 

The evidence would appear to be strong enough to 
assume that the nurse was the source of the Str. pyogenes 
type 12 which caused the fatal fulminant infection of 
the infant. It is suggested that in similar cases detailed 
bacteriological study of contacts can be usefully made, 
especially in closed communities. 


I thank Dr. J. E. Morison for the post-mortem findings 
and Dr. H. E. Rutherford for permission to publish this 
Case. E. S. MircHett, M.B., M.R.C.P.L., 

Senior Registrar in Clinical Pathology, 
N.1.H.A. Central Laboratory, Belfast. 
REFERENCES 


Arey, J. B., and Sotos, J. (1956). J. Pediat., 49, 523. 
Werne, J., ’and Garrow, I. (1953). Amer. J. Path., 29, 633, 817. 








br 


ir 


ar 
re 
id 


id 


ly 
ly 
>t 
es 
re 
of 


ly 
n, 


n 
of 


gs 
is 








Dec. 5, 1959 


REVIEWS Barris 1235 


MEDICAL JOURNAL 





Reviews 








ADAPTATION TO COLD 


Cold Injury. Transactions of the Fifth Conference, March 
10-15, 1957, Arctic Aeromedical Laboratory, Ladd Air Force 
Base, Alaska. Edited by M. Irene Ferrer, M.D. (Pp. 341; 
illustrated. $5.95.) New York: Josiah Macy, Jr. 
Foundation. 1958. 


This volume is an edited verbatim record of the Fifth 
Macy Foundation Conference on Cold Injury, held at 
the Ladd Air Force Base in Alaska in March, 1957. 
It contains discussions on animal adaptation to cold, 
hibernation, ventricular fibrillation in acute hypothermia, 
and various aspects of human adaptation to cold. One 
learns that bats cool to ambient temperature whenever 
they “ hang up,” and warm themselves to about 35° C. 
before they can take off, their flying temperature being 
41.5° C. Bats are also capable of hibernating. 
Hibernation is found in four mammalian orders— 
insectivora, bats, carnivora, and rodents. Although it 
may last up to eight months of the year, it is essentially 
a cyclic process. Some animals—for example, hamsters 
—which do not lay down body fat wake at intervals of 
about a week in order to eat stored food. Others, such 
as the Arctic ground squirrel, wake every three to six 
weeks for no obvious reason. In most hibernators body 
temperature falls to near ambient temperature, usually 
a few degrees above freezing-point. In bears, however, 
it does not go below 30° C. 

The rectal temperature at which ventricular fibrillation 
occurs in the dog (15°-24° C.) and the incidence of 
fibrillation at a given temperature are markedly 
influenced by -ne anaesthetic agent. An incidence of 
92% with pre-treatment with pentobarbitone was 
reduced to 20-25% by the use of thiopentone plus 
succinylcholine or ether. The role of potassium, 
calcium, and pH in ventricular fibrillation is discussed. 
Evidence is presented that considerable protection 
against fibrillation may be afforded by glycine. Glycine, 
being one of the four amino-acids responsible for the 
specific dynamic action of protein, delays the onset of, 
and accelerates recovery from, hypothermia. 

In the discussion on human adaptation to cold it was 
pointed out that none of the principal changes found in 
rats kept at 5° C. have so far been demonstrated 
convincingly in man. These include increased 
metabolism and increased thyroid and adrenal activity. 
Dr. Rodahl presented evidence that the 20% increase 
in the basal metabolic rate found in Eskimos can be 
explained by apprehension and the specific dynamic 
action of their diet. For civilized man with modern 
protective equipment the cold stress even in the severest 
climatic conditions would seem small in comparison 
to that of rats kept at 5° C. No metabolic changes 
attributable to cold were demonstrated in a party 
of six men who lived for four weeks in outdoor 
conditions, sleeping in snow shelters at temperatures 
down to — 30° C. and high wind chill. In standard cold 
exposure of the nude body before and after the tests 
the only difference found was a reduced rate of cooling 
of the extremities after the test. 

Other studies of men living in cold climatic conditions 
were discussed, all of which tended to show that the 
24-hour metabolism was related to the level of physical 
activity and not specifically to the cold. It was, 


however, agreed that a high standard of physical fitness 
was the important factor in resistance to cold, since it 
enables a man to maintain a sufficient level of physical 
activity to keep warm without becoming fatigued. In 
an interesting presentation on local cold exposure Dr. 
Meehan discussed the important modifying influence of 
mental states and the use of hypnotic suggestion as a 
research tool in studying them. 

This volume makes fascinating reading for those 
interested in cold physiology, but because of the 
informal method of presentation much of the 
information it contains is difficult to extract without 
reading through the discussions in detail. 


L. G. C. E. Puau. 


ABNORMAL HAEMOGLOBINS 


A_ Laboratory Manual on Abnormal Haemoglobins. 
Prepared under the direction of J. H. P. Jonxis and T. H. J. 
Huisman for the Council for International Organizations of 
Medical Sciences and the Middle East Science Co-operation 

Office of U N.E.S.C O. (Pp. 39; illustrated. 9s, 6d.) Oxford: 

Blackwell Scientific Publications. 1958. 

In 1957 a Conference on Abnormal Haemoglobins was 
held in Istanbul under the auspices of the Council for 
International Organizations of Medical Sciences and 
the Middle East Science Co-operation Office of Unesco. 
The Conference was in two parts. There was a 
symposium of a number of senior workers from all 
parts of Europe and the Middle East, from the United 
States, India, Indonesia, Thailand, and Ceylon; and 
there was a course on the subject of the abnormal 
haemoglobins with practical instructions on their 
investigation for junior workers from Middle Eastern 
Countries, India, and the Sudan. The symposium has 
been published as a separate book, and this manual is 
the outcome of the practical classes. It has been 
prepared by the scientific secretary of the Conference, 
Professor G. H. P. Jonxis, and his collaborator, T. H. J. 
Huisman from Groningen. 

All the laboratory worker might want to know about 
the abnormal haemoglobins is assembled in 40 pages. 
An introduction discusses the importance of haemo- 
globinopathies, and a list of diagnostic methods is 
given: this includes such simple procedures as 
estimation of haemoglobin concentration and the red- 
cell count, the microscopical examination of blood 
films on slides, as well as the determination of absolute 
values. 

The real “ meat” of the booklet is some 20 pages 
dealing with the preparation of haemoglobin samples 
for electrophoresis and chromatography, _ their 
investigation by these methods, and their examination 
for solubility and alkali-resistance. This section is well 
illustrated with tables and figures. The reader may, 
however, not find it easy to understand one scheme 
which shows the relative mobilities of different human 
haemoglobin types obtained by paper electrophoresis 
at alkaline pH, and on “amberlite” chromatography 
at acid pH, until he realizes that the direction of 
movement is from left to right and not—as the arrows 
seem to indicate—from top to bottom. In this scheme 
the electrophoretic mobility of haemoglobin L is given 
as between that of G and F, though it is given correctly 
elsewhere in the text as between S and G. 

Anyone starting to work on abnormal haemoglobins 
should realize that, though the techniques described in 
the booklet are ideal, simplifications are possible. A 
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power-pack is not absolutely necessary for paper contribution from Lord Lister in a series of “ mile- 


electrophoresis. and in the absence of electric current 
two 90-volt high-tension dry batteries—as for sound 
radio—can be used with the conventional electro- 
phoretic tanks. 
This manual 
laboratory in 
investigated. 


find a place in every 
haemoglobins are 


deserves to 
which abnormal 


H. LEHMANN. 


CLINICAL CHEMISTRY 


Edited by Harry Sobotka 


Advances in Clinical Chemistry. 
86s.) London, New York: 


and C. P. Stewart. (Pp. 398+x1 
Academic Books Ltd. 1958. 


This book is the first volume of an interesting new 
venture, and contains nine articles by different 
authorities on subjects of absorbing interest, not only 
to the clinical chemist but to all concerned with the 
laboratory aspects of disease. The contributors, who 
are all authoritics in their individual fields, come from 
Great Britain, Sweden, Switzerland, and the United 
States, so that a truly international representation has 
been maintained. The book is published simultaneously 
in London and New York. 

The subjects dealt with include adrenocortical steroids 
(R. Neher), paper electrophoresis of proteins (J. A. 
Owen), protein-bound iodine (A. L. Chaney), the 
composition of the body fluids in childhood (B. 
Josephson), plasma '*'I in the diagnosis of hyper- 
thyroidism (S. Silver), tubular function of the kidneys 
(B. Josephson and J. Ek). the 5-hydroxyindoles (C. E. 
Dalgliesh), plasma iron (W. N. M. Ramsay), and the 
serum transaminases (F. Wroblewski). All these 
articles are first-class and are extremely up to date in 
view of the inevitable delay in publication. 

The editors deserve cordial congratulations on their 
first volume, which will be of the greatest value to the 
clinical chemist and to the chemically minded clinician. 
The price is perhaps rather high, but the book will 
undoubtedly have a wide circulation in spite of this 
This new series will certainly be regarded as essential 
reference books for most clinical laboratories. 


N. F. MACLAGAN. 


SURGICAL PROGRESS 


Modern Surgery By Alfred Hurwitz, M.D., 
and George A. Degenshein, M.D. (Pp. 520+xvii; illustrated. 
£5 12s. 6d.) London, Toronto, Melbourne, Sydney, and 
Wellington: Cassell and Co., Limited. 1958 


The authors of this book have chosen more than 30 
contributions to surgical literature which they consider 
as notable indications or “ milestones” on the road of 
surgical progress. The idea is good and has resulted in 
a collection of very interesting articles dealing with a 
variety of subjects. Here will be found the description 
by Spencer Wells of his own forceps ; the original paper 
by Alexander Fleming describing the discovery and 
the propertics of penicillin; the excellent account by 
Richard Lewisohn of the method of blood transfusion 
by the citrate technique ; the pioneer article by Souttar 
on the intracardiac operation for mitral stenosis ; and 
many other contributions of great value. Before each 
section there are useful prefatory comments by the 
authors and brief biographical sketches of the surgeons 
themselves. All this is excellent, but we have one 
criticism to make. We did not expect to see any 


Milestones in 


for Lister was the starting-point of modern 
surgery. Still less did we expect an apology for the 
omission. Yet this is what is to be read on page 155: 


“ Lister is usually credited with the introduction of 
the antiseptic method. There is no doubt that he 
made a great contribution to surgery, but, at the risk 
of blasphemy, we contend that his precepts have not 
stood the test of time.” 


It is only fair to the younger generation (to members 
of whom the book is dedicated) to make it clear that 
Lord Lister was the first person in the whole history of 
surgery who brought modern scientific methods to bear 
on the problems of surgery ; that. following the work of 
Pasteur, he was the first to adopt as a working theory 
that suppuration in wounds was the result of the entry 
of minute living particles ; and that he was the first to 
prove that it was possible, by adopting certain measures, 
to prevent suppuration and the consequences of 
suppuration in wounds. The principles he enunciated 
form the very foundation upon which all modern 
surgery rests. The authors of this book appear to 
have confused the techniques which Lister adopted, and 
which varied from time to time, with the principle which 
he introduced, which still holds good and must for ever 
hold good. 


stones,” 


ZACHARY COPE. 


BRUGSCH’S “CARDIOLOGY” 


Kardiologie. Lehrbuch der Herz- und Gefdsskrankheiten; 
ugleich eine Pathologie des Kreislaufs. Fifth edition. By 
Professor Dr. Theodor Brugsch. (Pp. 686+xii; illustrated. 
DM. 30.) Leipzig: S. Hirzel Verlag. 1958. 


This “ Textbook of Cardiology” by Professor Brugsch, 
for many years until his recent retirement head of one 
of the University Medical Divisions at the Charité 
(East Berlin), has gone through five editions since its 
first publication 25 years ago. If this publishing record 
is taken as a sign of excellence the reader is in for a 
shock. Published in East Germany (a note on the 
inside page states that it “ has been admitted as a text- 
book at the universities and colleges of the German 
Democratic Republic by the State Secretary for Higher 
Education”), it is the only one-volume book on 
cardiology which has appeared in Germany since the 
war (except for a recent translation of an American 
book). It is the more regrettable that it has failed 
utterly to maintain a standard which it must at one 
time have possessed. It is replete with errors of 
omission and commission. 

In an effort to lift the book into the modern age, a 
chapter on methods of investigating peripheral vascular 
disorders and one on cardiac catheterization were 
written by two of Professor Brugsch’s former associates. 
These are well done, but only seem to emphasize the 
inadequacies of the remainder of the volume. The 
arrangement of sections is along conventional lines: 
diagnosis and symptomatology of cardiovascular 
disorders and syndromes; coronary insufficiency ; 
endocarditis and acquired defects ; congenital defects ; 
diseases of the pericardium ; the arrhythmias ; cardiac 
involvement secondary to systemic disease ; peripheral 
vascular disorders ; assessment of cardiac function. 

There is no mention of the use of anticoagulants in 
the treatment of myocardial infarction. In a brief 
description of Eisenmenger’s syndrome it is stated that 
“there is no hypertrophy of the right ventricle.” Atrial 
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septal defect is given ten lines, but “ Lutembacher’s 
syndrome ” two pages. Many of the electrocardiograms 
ire of poor quality and include only the standard limb 
leads. The legends are often misleading, sometimes 
wrong. (The E.C.G. of Fig. 162 is given as an example 
of “ auricular fibrillation in a case of severe myocardial 
degeneration ”; in fact, normal P waves can be clearly 
identified.) 

Perhaps the only purpose of this review is to warn 
the unwary who comes across this book not to take it as 
representing the present-day level of cardiological 
teaching and practice in Germany. 


GERALD R. GRAHAM. 


CHRONIC SUBDURAL HAEMATOMA 
Chronic Subdural Hematoma, with Particular Reference to 
the Diagnosis. A Clinical, Roentgenological and Electro- 
encephalographical Study, By Ragnar Nordlie. (Pp. 164: 
illustrated.) Oslo: Johan Grundt Tanum Forlag. 1958. 

Chis monograph records the study of all cases of 
subdural haematoma and hygroma treated at the 
Rikshospital, Oslo, during a period of five years. There 
were 37 cases of chronic haematoma, 9 of acute 
haemorrhage. and 4 of haematoma of aneurysmal 
origin. After a general survey of the literature, the 
main part of the monograph is devoted to radiological 
and electroencephalographic (E.E.G.) studies. The 
author maintains that, with carotid angiography and the 
E.E.G., a correct pre-operative diagnosis can always be 
made. Surgical treatment can then be definitive and 
bilateral exploration avoided unless there are two 
haematomata. 

So far as the E.E.G. is concerned, the findings 
(reduced voliage of normal activity plus slow waves) 
do not differ from those generally reported in this 
condition, but the author claims positive E.E.G. 
diagnoses in 77%, of the cases. A further 10% had 
typical but less striking findings. The chapter on 
radiological findings describes the value of straight 
radiographs, pneumography, and carotid angiography. 
The author expresses a strong preference for the last 
of these, and claims that no lasting ‘ill-effects resulted 
from the studies. The operative management is 
described—either an osteoplastic flap if the haematoma 
is partly solid, or burr holes if it is fluid. The mortality 
in the cases of chronic haematoma was 13.5%, but the 
deaths all occurred in cases complicated by cerebral 
oedema, brain-stem haemorrhages, etc. 

The monograph is comprehensive within its intended 
range, and can be recommended to those with an 
interest in the disease. It adds little, however, to our 
general knowledge of the condition. 

J. G. HAMILTon. 


The task of tracing reports of medical congresses has 
been made much easier by the Bibliography of International 
Congresses of Medical Sciences, compiled by Mr. W. J. 
Bishop and published under the auspices of the Council for 
International Organizations of Medical Sciences (Blackwell 
Scientific Publications, Oxford ; pp. 238+-xxii, 25s.). It lists 
the publications of 1,427 congresses on 362 subjects, each 
entry giving the number of the congress, place of meeting. 
precise date, and the title and bibliographical description 
of. its publications with the number of volumes and 
languages used. The work includes a historical sketch of 
medical congresses and a full index. 
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BOOKS RECEIVED 
Review is not precluded by notice here of books recently received 


Anatomy for Students of Dentistry. By James Henderson 
Scott, D.Sc., M.D., L.D.S., and Andrew Derart Dixon, M.D.S., 
B.Sc., Ph.D. (Pp. 484+xi; illustrated. 55s.) Edinburgh and 
London: E. and S. Livingstone Ltd. 1959 


The Diabetic’s Handbook. By Anihony M. Sindoni, Jr., M.D 
Second edition. (Pp. 285+xiii. $4.50.) New York: Ronald 
Press Company. 1959, 


Doctors’ Commons. A Short History of the British Medical 
Association. By Paul Vaughan. (Pp. 254+xvi: illustrated 
i8s.) London, Melbourne, Toronto: Heinemann, 1959, 
Education Sanitaire. Théorie et Pratique. By Jules Gilbert, 
B.A., M.D., D.P.H., F.A.P.H.A., C.S.P.Q. (Pp. 253.) Paris 
Masson et Cie. 1959. 


Amine Oxidase Inhibitors. Editor in Chief: Otto V. SI 
Whitelock ; Managing Editor: Franklin N. Furness; Associate 
Editor: Peter A. Sturgeon; Consulting Editor: E, A, Zeller. With 
98 contributors. (Pp. 551-1,045; illustrated. $5.) New York 

Annals of the New York Academy of Sciences, 1959, 


Modes and Natural Frequencies of Suspension bridge Oscilla- 
tions. By D. B. Steinman. Editor in Chief: Otto V. St 
Whitelock ; Managing Editor: Franklin N. Furness; Associate 
Editor: Philip Ressnet (Pp. 109-142. $2.50.) New York: 
Annals of the New York Academy of Sciences. 1959, 


Involution of the Ductus Arieriosus. A Morphological and 
Experimental Study, with a Critical Review of the Literature. 
By A. Sciacca and M. Condorelli. (Pp. 52; illustrated, 
Sw. Fr. 7.) Basle, New York: S. Karger. 1960. 


On the Design of Structural Models to Study the Thermal 
Stress Phenomenon. By L. Albert Scipio Il. Editor in Chief : 
Oto V. St. Whitelock ; Managing Editor: Franklin N, Furness ; 
Associate Editor: Peter A. Sturgeon. (Pp. 143-156. $2.) New 
York: Annals of the New York Academy of Sciences. 1959 


The Foundations of Human Evolution. _ By Sir Wilfrid E. Le 
Gros Clark, F.R.S. Lllustrated by Christine Court. Oregon State 
System of Higher Education, Condon Lectures. (Pp. 73. $1.) 
Eugene, Oregon: University of Oregon Press. 1959. 


Angiologie. Pathologie, Klinik und Therapie der Peripheren 
Durchblutungsstérungen. Edited by Professor Dr. Max 
Ratschow, F.A.C.A., with 26 contributors. (Pp. 831+xxiv; 
illustrated. DM. 174.) Stuttgart: Georg Thieme Verlag. 1959. 


Truancy—or School Phobia? Proceedings of 1Sth Inter- 
Clinic Conference. (Pp. 40. 3s. 6d.) London: National Associa- 
tion for Mental Health. 1959. 


Scientific Research in British Universities 1958-59. Depat'- 
ment of Scientific and Industrial Research. (Pp. 446+4xii. 25s.) 
London: H.M. Stationery Office. 1959. 

The Complete Cookery Book for Diabetics. By Iris Holland 
Rogers. Second edition. (Pp. 1344 vi; illustrated. 6s.) Loadon: 
H. K. Lewis and Co. Ltd. 1959. 


Proceedings of the Fourth International Congress of Bio- 
chemistry, Vienna, September 1-6, 1958. General Editor: 
O. Hoffmann-Ostenhof. Volume V. Symposium V. Biochemistry 
of Antibiotics. Edited by K. H. Spitzy and R. Brunner 
(Pp. 239+xii; illustrated. 68s.) London, New York, Paris, Los 
Angeles : Pergamon Press for the Organizers and the International 
Union of Biochemistry. 1959. 

The Johnson Recording Oscillometer. Its Use in the Study of 
Arterial Circulation. By Carl A. Johnson, M.S., M.D. 
(Pp. 112+-vii; illustrated. 30s.) London, New York, Paris, Los 
Angeles: Pergamon Press. 1959. 

Radioactive Fallout. A Two-year Summary. By Charles | 
Dunham. (Pp. 110, $1.25.) Washington, D.C.: Technical 
Information Service, United States Atomic Energy Commission 
1959 

Diabetes Mellitus. Ul Kongress der Iuternational Diatetes 
Federation, Dusseldorf, July 21-25, 1958. Proceedings. Edited 
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MONOAMINE OXIDASE INHIBITORS 

The discovery in recent years of a group of 
compounds which are potent inhibitors of monoamine 
oxidase and also central stimulants of therapeutic 
value is of considerable practical as well as 
theoretical interest. Monoamine oxidase is an 
enzyme widely distributed in the body. It oxidatively 
deaminates amincs to pharmacologically inactive 
acidic derivatives." For example, oxidation by 
monoamine oxidase is probably the main route by 
which 5-hydroxytryptamine is inactivated in the body, 
and the product of this inactivation, 5-hydroxy- 
indoleacetic acid, is a normal constituent of the urine. 

The most widely studied inhibitors of this enzyme 
are hydrazine derivatives of nicotinic acid or 


phenylethylamine, of which the best known is 
iproniazid (1-isonicotinyl-2-isopropyl hydrazine), 
marketed under the name of “ marsilid.” This drug 


was Originally developed from its congener isoniazid 
(isonicotinyl hydrazine) for the treatment of tuber- 
culosis*; its property of inhibiting monoamine 
oxidase was discovered by E. A. Zeller in 1952.° 
Though the bacteriostatic activity of iproniazid in 
tuberculosis is comparable to that of isoniazid, its 
higher toxicity, particularly to the liver, and the 
frequent occurrence of side reactions, discouraged its 
use in the treatment of this disease. But some success 
has been claimed for iproniazid in the treatment of 
osseous tuberculosis. Among the more favourable 
side reactions of the drug were found to be euphoria, 
increased mental alertness, and relief of pain. It was 
the observation of these which prompted clinical trials 
of the compound in psychiatric illnesses’ and in 
angina pectoris. Another and less desirable 
reaction, orthostatic hypotension, suggested its use in 


1 Davison, A.N.. Physiol Rev., 1958, 38 729. 


® Selikoff. 1. J.. Robuzek, E. H., and Ornstein, G. G., Quart. Bull. Sea View 
Hosp., 1952, 13, 17 
*zeier, E. A., Barsky. J., Fouts, J. R.. Kuchhelmer, W. F., and Van Orden, 
Bie Experientia (Basel), 1952.8. 349 
Ann N.Y. Acad ny 1959, * 809. 
and Kline, N. S., Psychiat. Res. Rep. 





mt D M.., 

* Loomer, H. P., Saunders, P, ¢.. 
Amer psvchiat Ass , 1957 _ 129 

* Cesarman, T., Ann. N.Y. poe Sci., 1959, 80, 988. 

* Thid., 1959 80, 553 

*Schaver, R. W.. Wu, K. Y. T., Smiley, R. L., and Kobayashi, Y., J. biol. 
Chem., 1954, 210 259 

* King, P. D., Amer. J. Pewehiat., 1959, 116, 64. 

@ Agin. H.V., Ann. N.Y Acad Sci.. 1959, 80, 705. 

1 Dis neve Syst 1959, 20. Supplement |! 

49 Plerscher. A.. Ann N.Y Acad Sci., 1959, 80, 1039. 

18 Seizer, H. M., and Lurie, M. L., A.M.A. Arch. Neurol. Psychiat., 1953, 
70, 317. 

14 Zeller, E. A., Barsky, J., Berman, BE. R., and Fouts, J. R., J. Lab. clin. 
Afed., 1952 40, 965 

Science, 1959, 130, 500. 
ibid... 1958, 128, 593 


18 Feldstein, A., Hoagland. H., and Freeman, H.. 
* 1 a Brosse, : H.. Axelrod. J. and Kety, S. S.. 

# Goodman, S., and Gilman, A., The Pharmacological Bas's of Thera- 
peutics, 1985, New York. 


the treatment of hypertension.* The drug has been 
chiefly tried out in the treatment of depressive states, 
and clinical improvement of varying degrees has been 
claimed.’ 

After the confirmation by R. W. Schayer and 
colleagues* that the in vitro inhibition of monoamine 
oxidase by iproniazid observed by Zeller also occurs 
in vivo, it was widely postulated that the therapeutic 
action of the drug might be related to this inhibition. 
In the subsequent attempts to develop less toxic and 
more effective drugs of this type, it was understand- 
able, therefore, that attention should be concentrated 
on derivatives which were also inhibitors of 
monoamine oxidase. Recent products of this 
research which have undergone thcrapcutic trial are 
B-phenylethyl hydrazine (phenelzine or “ nardil ”),* 
8-phenylisopropyl hydrazine (“catron” or “JB- 
516”)'° and 1-[2-(benzylcarbamyl) ethy!]2-isonicotinyl 
hydrazine (nialamide or “niamid™).'' The latter 
particularly appears to be relatively free of side 
reactions and of low toxicity; but, since it is 
apt to cause agitation, some workers recommend 
administering chlorpromazine with it. 

The postulated relation between therapeutic action 
and monoamine oxidase inhibition forms an 
attractive, if tentative, hypothesis for which there is 
considerable experimental evidence. For example, 
in a study of a series of monoamine oxidase inhibitors 
some degree of correlation was found between 
capacity to inhibit monoamine oxidase and 
therapeutic effectiveness." But there are other 
observations which suggest a more complex picture. 
Thus, isoniazid, structurally closely related to 
iproniazid, is also a central stimulant and has been 
used in the treatment of depression’; yet as 
a monoamine oxidase inhibitor it is inactive.’* 
Conversely, the compound _1-benzyl-2-methyl-5- 
methoxytryptamine is an _ effective monoamine 
oxidase inhibitor in man, but has tranquillizing and 
sedative rather than stimulating properties.’* 
Furthermore, the observation that the major route of 
metabolism of adrenaline and noradrenaline involves 
methylation to give the pharmacologically inactive 
3-methoxy derivatives, and that this occurs before 
oxidative deamination by monoamine oxidase,"* 
makes it difficult to relate the central action of a 
monoamine oxidase inhibitor to an effect on the rate 
of inactivation of the catechol amines. It is perhaps 
pertinent to recall that the theory of monoamine 
oxidase inhibition of the pharmacological actions of 
ephedrine and amphetamine receives little support 
to-day.’” At all events it is clear that, until we know 
more about the normal physiological functions of 
amines in the body, only tentative interpretations are 
possible. 
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BREAST OR BOTTLE? 


The reports of two large-scale investigations have 
recently been published in which 2 comparison has 
been made between the results of breast and artificial 
feeding in infancy. The first, conducted by a group 
of five workers on the staff of the Queen Elizabeth 
Hospital for Children, Hackney, and the Mothers’ 
Hospital (Salvation Army), is published as a special 
report by the Medical Research Council. The second 
was undertaken in Norbotten, the northernmost 
county of Sweden, by three organizers with a number 
of collaborators.” 

The first investigation began with the objective of 
establishing standards of serum-protein levels in both 
full-term and premature infants, and of studying to 
what extent these levels were affected by variable 
factors. As a consequence of their continuing study 
between March, 1947, and October, 1950, of 521 
full-term and 223 premature infants during the first 
year, these investigators have been able to establish 
valuable normal standards for weight and 
haemoglobin. Although in matters of growth what 
was true a decade ago is not necessarily true to-day, 
their figures for mean weights do in fact closely 
correspond with the most recent American figures.* 
The Swedish investigation concerned 402 children 
out of a total of 660 born in the area between June, 
1953, and December 31, 1954. The children were 
divided into four groups: (1) wholly breast-fed for 
0-2 weeks (35%); (2) wholly breast-fed for 1-24 
months (24%) ; (3) wholly breast-fed for 3-6 months 
(18%): and (4) wholly breast-fed for 6} months or 
longer (23%). The comparison between the 143 
children in Group 1 and the 91 children in Group 4 
provides the most significant conclusions. The 
artificial feed used was a 1:1 mixture of cow’s milk 
and water with 5% sugar and 1% wheat flour. In 
the British series the full-term babies for whom 
breast milk was not available were given full-cream 
dried milk and sugar. The British workers found 
that the babies on the two types of diet had a similar 
incidence of infections, while the Swedish workers 
report that the frequency of certain acute infections 
was higher in Group 1 (early-weaned) than in Group 
4 (late-weaned), but the differences were moderate 
and the degree of significance did not exceed the 5% 
level. In regard to weight the British authors found 
no significant difference between the two groups, but 


? Levin, B.. Mackay. H. M., Neill, C. A., Oberholzer, V. G., and 
Whitehead, T. P., Weight Gains, Serum Protein Levels, and Health of 
Breast Fed and Artificially Fed Infants, M.R.C. Report 296. H.M.S.O., 


16s. net 

2 Mellander, O., Vahiquist. B., and Mellbin, T., Acta paediat. (Uppsala), 
1959, 48. Suppl. 116. 

* Nelson’s Textbook of Pediatrics, 7th edition, 1959, p. 50. Philadelphia. 

* Trevorrow, V. E., Pediatrics, 1959, 24, 746. 





their Swedish colleagues report significantly advanced 
physical development (weight, height, and skeletal 
maturation) in the early-weaned group as compared 
with the breast-fed babies. 

The apposite comments will readily be made. 
Since it is impossible to allot babies to breast-feeding 
and to artificial feeding by random selection, and 
since it is difficult to measure varying environmental 
factors, no acceptable scientific conclusions are ever 
likely to be reached from such studies. Most 
clinicians will, however, accept the conclusion that 
these and similar reports cannot be taken to fortify 
the arguments either for or against breast-feeding. 
But we may note some important observations in 
other nutritional aspects. The British workers 
conclude that breast milk, as has been shown before, 
is an inadequate food for premature infants, whose 
protein needs are i.7 to 2.0 grzmmes per Ib. per 
day. The Swedish inquiry suggests that the greater 
physical development in the artificially fed babies is 
related to their much higher intake of calcium, 
phosphorus, and protein, though a larger calorie 
intake cannot be discounted. The children in the 
breast-fed group had a lower serum phosphorus and 
alkaline phosphatase, but a higher serum calcium, 
than those in the early-weaned group. The lower 
serum-calcium levels in the latter may be inversely 
related to the high serum-phosphorus values. The 
Swedish authors debate the question of what is 
optimal nutrition, and make no claim that the 
accelerated gains in height, weight, and skeletal 
maturation constitute a biological advantage for the 
baby. This is one facet of the most important 
nutritional problem to-day in those areas of the world 
where adequate food supplies are available, and 
where a high income and skilful advertising both 
combine to encourage over-nutrition. 

The British workers have established normal 
standards for total serum protein, albumin, and 
globulin in the first eighteen months of life. They 
found that these values were unaffected by the type 
of feeding—a conclusion with which the Swedish 
workers agree. The serum gamma-globulin at birth 
was higher than the mean adult level, but it dropped 
sharply after birth and reached its lowest level at 
the 4th to Sth month; adult levels are not 
reached until the age of 10 to 14 years. There is 
still some debate as to when the infant first begins 
to synthesize gamma-globulin and how much is 
produced. In the M.R.C. report it is suggested that 
part of the gamma-globulin is synthesized by the foetus. 
and that this synthesis is being continued after birth. 
It has recently* been pointed out that dilution in an 
expanding plasma volume may account for the falling 
values, and that the total circulating gamma-globulin 
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remains relatively constant during the first 3 months 
of life, indicating active synthesis by the infant. The 
Swedish report notes a highly significant difference 
in the gamma-globulin levels between the Groups 1 
and 4 estimated at 74 months, the early-weaned 
infants showing higher values than those in the breast- 
fed group. This might, it is observed, represent either 
the difference in the general pattern of infection 
between the groups or an antibody reaction to some 
foreign protein. No differences in the antibody 
responses to diphtheria and pertussis immunization 
in the various groups were found. 

Both British and Swedish investigators emphasize 
that their results do not detract from the recognized 
value of breast-feeding, which lies in the establish- 
ment of the natural emotional relationship between 
mother and child. Most of the other conjectural 
advantages of breast-feeding which used to be so 
confidently advanced in lectures to medical students 
and midwives have now been removed by scientific 
inquiry. Even in the advancement of psychological 
reasons for breast-feeding it is well for the evangelist 
to proceed with patience and understanding. The 
mother who is prevented by mechanical difficulties 
or by social responsibilities, however dubiously 
conceived, from breast-feeding her baby must be left 
with no feeling that she is doing it either physical or 
psychological harm if she resolves that feeding shall 
be by the bottle. 





ON THE MARKET 


within four weeks 


A DRUG 


For the second time we have 
published in the correspondence columns responsible 
medical protest about the direct advertising of 
medical wares to the public by firms marketing them. 
The six doctors signing the first letter in this week’s 
Journal draw attention to the’ highly favourable 
publicity given to ‘a new treatment for chronic 
bronchitis’ both in a B.B.C. broadcast and in the 
news columns of several newspapers.” Although 
they do not name the preparations referred to, we 
understand they are “lomudase” and “ lomupren,” 
marketed by Benger Laboratories. Benger 
Laboratories held a press conference at the Café 
Royal in London on October 15, at which we were 
represented along with a number of representatives 
of the lay press. Those present had been informed 
that 60 general practitioners in various industrial 
areas had taken part in a trial of this drug in over 200 


patients with chronic bronchitis. The trial was con- 








1 Brit. med. J., November 21, 1959, p. 1101. 
2 See Brit. med. J., November 7, 1959, p. 977. 
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ducted in the spring and early summer of this year, 
and two of the general practitioners who had taken 
part in it described their experiences. Whether or not 
the representatives of the lay press were impressed by 
this demonstration, only a few of the national news- 
papers saw fit to refer to it the following day. But 
favourable publicity has been given to it, according to 
the letter in this week’s issue, in a B.B.C. broadcast. 
The result of this and of a certain amount of publicity 
in the lay press led patients with chronic bronchitis 
to demand the “ new treatment” for themselves. The 
signatories to this week’s letter state that although the 
value of the treatment was unproved they had to give 
it to several patients demanding it; otherwise they 
would have believed they were being denied the 
benefit of a major therapeutic advance. None of 
those who received it obtained any noticeable benefit. 
Our correspondents point out that on the data 
presented no statistician could draw any valid 
conclusion as to the efficacy of the treatment, but 
nevertheless do not deny that in selected cases it may 
be of some limited value. What they object to is the 
direct advertising to the public of the alleged benefits 
of a new method of treating disease, especially, we 
may add, such a common and serious disorder as 
chronic bronchitis. The result of this publicity is that 
patients plague their doctors for the new treatment, 
and the doctors are faced with an obvious dilemma. 

In a letter’ complaining of our criticism of a 
similar attempt at publicity, the managing director 
of Beecham Research Laboratories, referring to the 
formidable position confronting a firm engaged in 
advancing British interests, and to the present state of 
international patent law, observed 


“ that a manufacturer delays at his peril the public 
announcement of significant advances in_ his 
research and development programme. These are 
the harsh circumstances of commercial life which 
must constantly engage the vigilance of any 
manufacturer who hopes to see his research 
endeavour justified in terms of new and better 
products for medical use that can more than hold 
their own, in terms of quality and price, in a 
ruthlessly competitive world market.” 


And he made particular reference to American 
enterprise in this respect. 

We can understand and sympathize with the 
problems facing the pharmaceutical industry of this 
country, and in particular appreciate that but for the 
drug firms doctors could not apply the results of 
modern medical research. We share the industry’s 
desire to see British efforts successfully rewarded, and 
acknowledge with gratitude the support it gives to 
medical institutions, and in particular to the College 
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of General Practitioners, Nevertheless we are 
convinced drug firms will defeat their own ends if 
they use methods that are now being more freely 
criticized in the U.S.A. than ever before.’ 

Britain has led the way by putting the carefully 
conducted clinical trial on a sound scientific basis, 
and there is no longer any excuse for any firm to 
market a product for which a new therapeutic 
advance is claimed until it has been submitted to a 
thoroughgoing clinical trial that will establish the 
soundness of the claims made. The pharmaceutical 
industry has as great a responsibility in this as has 
the medical profession, and it is a responsibility which 
should be, and can be, jointly shouldered by voluntary 
co-operation, which in the long run will be 
commercially far more profitable to the industry than 
these hurried attempts to sell the new medical ware 
in the market place. In the meanwhile we endorse 
the hope of Professor J. W. Crofton and _ his 
colleagues that the B.B.C. will take a slightly more 
responsible attitude to its publicizing of medical news, 
the significance of which it is apparently not always 
capable of assessing. 








NEW VIRUS RESEARCH 


The first edition of the British Medical Bulletin’ on 
* Viruses in Medicine ” was published in 1953 at a time 
when virology was just getting into its stride after a 
somewhat barren period resulting from five years of 
war. New techniques were being fashioned and old 
ones perfected, and there was a feeling of optimism that 
at long last, with new resources such as tissue culture and 
antibiotics available in the laboratory, a period of great 
scientific advance would follow. And so it has proved 
to be. In the second issue of the Bulletin,‘ published 
only six years later, are to be found a series of articles 
on “Current Virus Research.” As in the 1953 edition, 
the subjects have been selected so as to present an 
account of viruses of major or economic importance 
and of the growing points in virology. 

A glance at the contents in the two editions gives an 
idea of what has already been achieved and also of the 
trend of current research. Chapters on smallpox, 
mumps, and psittacosis have made way for news about 
three important viruses—measles, varicella-zoster, and 
trachoma. Many “new” viruses have been isolated 
from the alimentary and respiratory tracts, some of 
which are of importance in human disease and others 
probably not. Immunization against poliomyelitis, 
mentioned as a possibility im the f$53 issue, is now a 
practical reality. In place of an article on chemotherapy 
there is a fascinating report on viral interference and the 
discovery of a substance called “interferon.” Few of 
these developments would have been possible without 
sound technical skill and a constant effort to improve 


Brit. med. Bull., 1953, 9. No. 3 
4 Ibid , 1959, 15, No. 3 


technical methods, as additional articles on tissue 
culture and serological techniques will show. 

The isolation of trachoma virus, discussed by L. H. 
Collier, is of outstanding importance. Though many 
unsuccessful attempts have been made in the past, it 
was not until 1957 that reports from Peking suggested 
that at long last the virus had been isolated. The 
Chinese workers isolated the virus by inoculating 
conjunctival scrapings treated with 2,500 yg. 
streptomycin per ml. into the yolk sac of chick-embryos. 
Egg inoculation has been tried many times before, but 
it may well be that the choice of streptomycin as the 
antibiotic in the concentration used was the simple yet 
decisive factor. The ability to handle the virus in the 
laboratory will greatly facilitate attempts at control of 
this debilitating disease. 

The isolation of measles virus, discussed by K. 
McCarthy, is another milestone in virology. The virus 
grows well in tissue culture and can be readily identified 
by the characteristic cytological changes and by 
serological tests. Experimental attenuated vaccines 
prepared in chick-embryo tissue culture are now 
undergoing trials, and, if successful, may soon be 
available for use in countries where the morbidity 
of measles is a serious problem. 

Killed poliovaccines have now been in use for five 
years, and, despite some misgivings, there is little doubt 
that in a number of countries these vaccines have 
reduced the incidence of paralytic poliomyelitis. On 
the other hand, they are not yet good enough, and, as 
G. W. A. Dick and D. S. Dane stress, the current 
problem is to concentrate on improving the potency 
of killed vaccines. With potent killed vaccines it is 
possible to obtain a good primary immune response 
measurable in terms of circulating antibody, which can 
then be reinforced with a booster injection some 
months later. Both the initial and the first recall 
injections are so dependent on each other, particularly 
in infants and young children, that they should be 
regarded as part of the primary immunization course. 
The present position with regard to live attenuated 
vaccines is also discussed. 

The extensive use of tissue culture has resulted in the 
isolation of many ““new” viruses, almost as a 
by-product. Broadly speaking, they fall into two miain 
groups, the enteroviruses and viruses of the respiratory 
tract, though there appears to be some overlap between 
the two. The main problem now is to define their 
relationship to human disease, an _ undertaking 
complicated by the sheer weight of numbers. Some 
progress has been made, as A. D. Macrae points out in 
the article on enteroviruses. Three members of the 
family are now recognized—poliomyelitis, Coxsackie, 
and E.C.H.O. viruses. The role of Coxsackie virus is 
now clearer, particularly as regards the type B strains 
in aseptic meningitis and infantile myocarditis, but the 
role of the E.C.H.O. viruses is still doubtful. Some 
semblance of order is beginning to become apparent 
among the numerous viruses isolated from mild 
respiratory infections. C. H. Andrewes lists four main 
groups—para-influenza, E.C.H.O., miscellaneous, and 
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the “common cold virus.” At present there is little 
agreement on the aetiology of the “common cold.” 
American workers consider that the common-cold 
complex is caused by several of these new viruses, while 
workers at Salisbury think that a high proportion of 
colds are caused by viruses as yet not identified in the 
laboratory. Time will show, provided enough human 
volunteers are forthcoming. The discovery of interferon 
during research on viral interference is a fascinating 
story, and, though it is early days yet, it could lead either 
indirectly to something of great value. 
produced by the action of killed 
(irradiated) virus on growing cells. It is a protein, 
non-toxic and non-antigenic, and experimentally has the 


directly or 


Interferon is 


properties of an anti-viral antibiotic 

This is a wholly admirable issue, full of news and 
up-to-date information. At the present rate of progress 
there are bound to be major developments in virology 
within the next few years, and the next edition will be 
iwaited In the meantime readers 
will have time to speculate on its contents. 


with great interest. 


TOWARDS CLEAN AIR 


At this time each year urban Britons start in earnest to 
suffocate themselves with products of combustion, and 
at about the same time a body of enlightened men and 
women meet to deplore this folly and to seek remedies. 
This year has been the diamond jubilee of the National 
Society for Clean Air; it celebrated the occasion by 
organizing an international conference, which was 
attended by 1,300 delegates from 30 countries. This 
remarkable society started life in 1899 as the Coal 
Smoke Abatement Society, and its far-seeing founders 
declared their determined opposition to what they 
modestly described as “a very serious if not dangerous 
nuisance.” Several modern smog episodes have left no 
doubt that air pollution in high concentrations can be 
dramatically dangerous. But it was comforting to hear 
at the conference (the proceedings are to be published) 
of the increasing concern throughout the world with the 
nature and effects of the less spectacular day-to-day 
pollution of urban air. In the past, belief in the 
harmful effects of chronic pollution has been largely 
intuitive, but more recently the application of modern 
epidemiological techniques has confirmed 
that air pollution is a major factor in the causation of 


suspicions 


chronic respiratory disease. 
As the emphasis has shifted from the immediately 
mortal consequences of acute pollution to the subtler 


and more serious problem of morbidity, so more 
attention has been paid to domestic rather than 
industrial sources of pollution. Too little popular 


attention has been given to a most important sentence 
in the Beaver Report': “More than half of all the 
smoke comes from industrial sources and railways, but 
for each ton of coal burnt domestic chimneys produce 
twice as much smoke as industry and discharge it at 
And we breathe at this low level. The 
H.M.S.O 


a low level.” 
Report of Committee on Air Pollution, Cmd. 9322, 1954 
2 Shaw, W. N., Brit. med. J., 1902, 2, 886. 
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conference and its associated exhibition were therefore 
much concerned with smokeless domestic heating. The 
problem of the relationship between air pollution and 
disease is far from solved, but the connexion between 
them is sufficiently well established to make the 
prevention of air pollution urgently needed for the 
good of the public health. Just over 50 years ago a 
speaker at the congress of the Sanitary Institute drew 
a parallel between the removal of smoke and the 
removal of sewage, choosing sewage for this purpose 
“ because it was a problem in which sanitary reformers 
had achieved gradual but conspicuous success during 
the nineteenth century.”* The inhabitants of these 
foggy islands will be thankful if by the year 2000 the 
country has a name for clean air, as, by 1900, it had 
for clean water 


FORMS OF OSTEOPOROSIS 


Osteoporosis is such a common finding in old people 
that many physicians and radiologists regard it as an 
inevitable accompaniment of the ageing process. No 
reliable surveys are yet available to support or refute 
this common belief, but it is fostered by the widespread 
use of the term “senile osteoporosis * when the condi- 
tion is seen in subjects over the age of 65. Likewise 
an assumption about pathogenesis is inherent in the 
term “ post-menopausal osteoporosis,” which is applied 
to the condition when it presents in women within 10 or 
15 years of the menopause. When osteoporosis is found 
in young adults of either sex, or in men to whom the 
term “senile” cannot reasonably be applied, it is 
customary to classify it as “idiopathic osteoporosis” and 
to regard it as a rare disease arising—as the other forms 
are believed to arise—from some disorder of the protein 
component of bone. 

A recent paper by W. P. U. Jackson’ makes it clear 
that idiopathic osteoporosis is not as rare, at least in 
South Africa, as the literature on the subject would 
suggest. He has collected no fewer than 38 cases, 27 of 
men below the age of 55 and 11 of pre-menopausal 
women, in which gsteoporosis was present without 
obvious cause. Testicular atrophy was found in three 
of the men, but there was no convincing evidence of 
reduced gonadal function in the remainder. Seven of 
the women dated the onset of their symptoms from 
pregnancy—a relationship whicn has been noted by 
other workers?—but another had never been pregnant. 
The results of biochemical investigations were negative 
except that the level of calcium in the urine was high in 
about one-third of the cases. Jackson's report makes it 
clear that osteoporosis can present at any age, though it 
is certainly much commoner in old people than in 
young. Whatever its pathogenesis may be—whether 
negative calcium balance* or negative nitrogen balance* 
—the practice of classifying it into idiopathic, post- 
menopausal, and senile varieties may prove to be 
hindering the growth of knowledge in this field by 
implying causal relationships which do not exist. 


1 Jackson, W. P. U., J. Bone Jt Surg., 1958, 40B, 420 

2 Nordin, B. E. C., and Roper, A., Lancet, 1955, 1, 431. 

3. Brit. med J., 1958, 1, 1415 

4 Albright, F., and Reifenstein, E. C., The Parathyroid Glands and Metabolic 
Bone Disease, 1948, Baltimore 

5 Layani, F., Durupt, L., and Paquet, J., Sem. Hép. Paris, 1959, 35, 1273. 
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Another rare form of osteoporosis has recently been 
reviewed by F. Layani and his colleagues. They 
report a case of demineralization of the cervical spine 
and right arm and hand in a woman of 65 within a few 
months of an attack of herpes zoster affecting the third 
to sixth right cervical segments. They have collected 
about 20 further cases reported, mainly in the French 
literature, in the past 50 years, and they imply that the 
osteoporosis results from some vasomotor disturbance 
secondary to the injury of the nerves. It is perhaps 
more likely that this is a form of immobilization 
osteoporosis, a condition which is known to develop 
very rapidly in the presence of neurological lesions. 


MILK BREAD 


A recent report on milk bread’ takes into account points 
of view which have been advanced by the advocates of 
at least three different interests. Firstly, the experience 
of bakers has shown that an attractive form of bread, 
which they wish to describe as milk bread, can be made 
by adding dried milk powder to the flour. The price 
can be kept down by using powder from skim milk 
rather than from whole milk, and by including lard or 
vegetable fat to give a good texture. A “ national milk 
bread” made from flour containing 6% of skim-milk 
powder was given official approval in 1955. Apart from 
expense, the use of whole milk, as distinct from powder, 
in the making of bread gives rise to technical difficulties 
unless the milk is diluted with water. 

Secondly, we have the views of nutrition experts. 
From the study of food tables they have concluded that 
the addition of milk to bread is valuable in increasing 
its contributions of riboflavin and calcium to the diet. 
The increase in protein is less important and the 
contribution of fat trivial, since it will amount to only 
a small fraction of the total dietary fat. 

Public analysts, local authorities, and representatives 
of organizations concerned with the sale of milk 
complete the triangle. Their main interest is to ensure 
that if the public pay for milk they will get it, whether 
it does them good or not. As to quantity, they insist 
that if milk powder is used the amount must not be 
less than the equivalent of the liquid milk which would 
be necessary to replace the usual water in making 
dough. This works out at 6% of milk powder in the 
flour, or 4.2% in bread, this figure allowing for its 
moisture content. As to quality, these interests urged 
that bread should not be described as milk bread unless 
it was made either with whole milk or with whole-milk 
powder. A description such as “dairy bread” should 
be given if skim milk or skim-milk powder is 
substituted for whole milk. 

Though a minority of the committee took this view, 
the majority agreed that the description “ milk bread ” 
should be allowed for bread made from skim-milk 
powder. But as a compromise with the minority the 
committee decided that milk bread must contain 4.2% 
of milk solids, whether the fat is present or absent. 


Report on Milk Bread, Food | Standards Committee, Ministry ‘of 
Agriculture, Fisheries, and Food, FSC/REP.42, 1959. 
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Thus the nutritionally unimportant milk fat is officially 
accepted as equivalent to an equal amount of “ solids 
not fat,” which provide the desirable riboflavin and 
calcium. Additional recommendations concern labels 
and advertisements, which should be required to bear 
a declaration that the bread “contains whole milk 
solids ” or “ contains milk solids not fat.” Claims must 
not be made that the bread is “rich” in any of the 
nutrients supplied by milk, but it is permissible to say 
that it “contains added milk nutrients.” Pictorial 
devices suggestive of whole milk, presumably showing 
milk churns or cows, must not be used for advertising 
bread containing skim-milk powder. 


HEALTH CENTER LIBRARY 


SUBSCRIPTION TO THE B.M.A. 


The ordinary subscription for membership of the 
B.M.A. will go up on January | from 6 guineas te 
7 guineas a year. This decision was taken by the 
Annual Representative Meeting in Edinburgh in July.? 
In presenting the case for a bigger subscription, the 
Treasurer drew attention to the increased expenditure 
inevitably associated with the expanding activities of 
the B.M.A., and to the need, also, for building up a 
substantial reserve. He drew attention, for example, to 
the cost of the highly successful second Annual Clinical 
Meeting, now held in the autumn, and to the money 
required to carry out proposals for improving intra- 
professional relations. It was considered by the 
Treasurer, and by some other speakers, that an increase 
of one guinea would not really be enough to meet the 
cost of expansion of Association activities over the next 
few years. Fortunately the present financial position of 
the B.M.J. and its associated publications is such that 
the whole of the membership subscription can be 
devoted to the continued development of the 
Association. 

When it is borne in mind that the subscription in 
1939 was 3 guineas a year, and that membership since 
then has doubled, members generally may even be 
surprised that the present subscription is as low as it is. 
when account is taken of the change in the value of the 
pound that has occurred during the past 20 years. At 
the same time, the National Health Service has meant 
an increase in the activities of the Association, through, 
to mention only two instances, the vast volume of work 
undertaken for the profession by the General Medical 
Services Committee and the Central Consultants and 
Specialists Committee. Coincident with this has been a 
greater consciousness of the importance of maintaining 
and improving relations with our colleagues in the 
Commonwealth, and indeed with those many other 
countries now more than ever aware that medicire is 
international. If the B.M.A. is to meet its obligations 
in these respects the present subscription rate may 
before long turn out to be inadequate. 

The Association has always recognized that certain 
groups of the profession should have the advantage of 
differential subscription rates. These are listed in this 
week’s Supplement. 


1 Brit. med. J. Suppl., 1959, 2, 54. 
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The cause of psoriasis is unknown ; therefore treatment 
is based on observation and the knowledge accumulated 
from clinical experience and experiment. Recent work 
indicates that the malady may be associated with some 
fault in one or more of the enzyme systems of the 
skin, those concerned with protein metabolism having 
particularly attracted attention; but the systems 
presumably are not autonomous, and their activities, 
One suggests, must be controlled or at least greatly 
influenced by some higher system more closely 
integrated with the corporate life of the individual. 
Many of us would like to inculpate an endocrine factor, 
which would be an easy way to explain such known 
facts as the tendency for the eruption first to appear 
when the patient is between 8 and 15 years old, the 
tendency for the rash to clear during pregnancy and 
relapse soon after parturition, the potent effect of 
emotional stress in producing an outbreak of psoriasis 
in susceptible individuals, and so forth. But as yet there 
is little evidence to support such a hypothesis 


General Management 

There are many cases, perhaps the majority, in which, 
when the zenith of each attack is reached, the eruption 
is only a very minor affair, but there are others in 
which every outburst of the eruption is widespread and 
severe. A common fault, which we all make, is to mis- 
handle these severe cases by dealing too casually with 
them. The result in some—but not all— individuals is that 
each recurrent attack becomes more resistant as the 
patient becomes older, until a stage is reached when he 
is seldom free from an extensive eruption. It is wise 
to remember that, if any viscus or joint was as badly 
inflamed as is the skin in severe psoriasis, not only 
would the individual be at rest in bed but he would be 
lucky if he could crawl into that haven unaided. Why 
then, when dealing with the skin, do we deny that organ 
the treatment based on a cardinal principal of 
therapeutics which is rigidly applied to all other 
inflammations ? The answer, of course, is that the 
patient with psoriasis is not ill: he does not want to go 
to bed, but he does want to get rid of the eruption. 
One should emphasize this latter fact, and remember 
that in many cases a week in bed, during which period 
mild sedation and mild topical remedies are given, may 
make a great deal of difference to the immediate and 
remote outcome of the case. 

The next point to consider is the preciptating factor. 
Can one find a cause, emotional or somatic (including 
toxic) which precipitated the attack ? If so, can treat- 
ment be undertaken either immediately or later so that 
further attacks can be limited.in frequency or in severity 
or both? It is disputed whether a toxic episode will 
precipitate an attack of psoriasis, but there are at least 
a few cases which seem to improve when, at a 
convenient opportunity (not during the efflorescence of 
the eruption), some septic focus is removed. 


It is particularly in the domain of the general 
practitioner to follow up cases of this malady, and the 
patients can be helped if they are kept for relatively 
long periods under friendly and not too onerous 
observation. 


Systemic Treatment 


For the sake of convenience the drugs which can be 
used internally in the treatment of psoriasis will be 
considered alphabetically. 

Aminopterin.—This is one of the group of compounds, 
known as folic-acid antagonists, which block the action 
of folic acid in nucleic-acid metabolism and cytopoiesis. 
It is extremely toxic and, inter alia, can cause a rapid 
fall in the leucocyte count, aplasia of bone marrow, 
gastro-intestinal ulceration, alopecia, and dermatitis. 
However, it can cause improvement in many cases of 
psoriasis, though, as with all known treatments, the 
eruption recurs:sooner or later. It is only in the most 
exceptional cases that the remedy should be considered, 
and expert opinion is so strongly biased against its use 
that details of dosage will not be given here. References 
in the literature include Gubner (1951), Levi (1954), 
Rees et al. (1955), and Cohen (1958a). 

Arsenic.—Once widely prescribed, arsenic is now in 
disfavour. There are four reasons for this: the first is 
that if given in the stage of efflorescence arsenic may 
aggravate the eruption; secondly, in many cases the 
drug does not confer benefit ; thirdly, multiple cutaneous 
carcinomata not infrequently develop in later years in 
patients who either have taken the drug for long periods 
or have had recourse to it on numerous occasions ; 
fourthly, it may cause hepatitis. Usually it is given in 
doses of 2-8 minims (0.1-0.5 ml.) of Fowler’s solution 
(arsenical solution B.P., 1953) and traditionally is given 
thrice daily in a simple mixture with a few grains of 
sodium or potassium bromide. Few persons can take 
more than 4 minims (0.2 ml.) thrice daily in this way. 
If used at all it is best reserved for those who have 
somewhat chronic, resistant lesions, and not given at 
all frequently. 

Cyanocobalamin.—Ruedemann (1954) gave 1,000 yg. 
of vitamin B,, intramuscularly daily for 10-20 days to 
34 psoriatic persons. The eruption disappeared from 
11, nearly disappeared from 10, and slowly improved 
in 6. Since then reports have been published in several 
countries confirming that the treatment is beneficial, 
even in stubborn cases. I have not seen any ill-effect 
from its employment. We do not yet know how to 
choose the cases which are likely to benefit. It is 
interesting to note that, while aminopterin is a folic- 
acid antagonist, cyanocobalamin and folic acid are 
involved in the synthesis of nucleoproteins. 

Cystine. — Casabianea (1953) claimed good results 
from the administration of cystine given in a cachet 
thrice daily ; each cachet contained 0.5 g. of the amino- 
acid. Fowler’s solution was given, and ointments of the 
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traditional type containing oil of cade were used 
concurrently. This treatment has not been widely 
acclaimed. 

Thiacetazone.—Thiosemicarbazone is a toxic anti- 
leprotic drug which can cause anaemia, agranulocytosis, 
and hepatic dysfunction. Reports on its effects in 
psoriasis have kept appearing in recent years; a few 
dermatologists abroad are enthusiastic, but the majority 
are sceptical. De Gregorio and Cisneros (1957) gave 
very large doses up to | or even 1.5 g. daily for periods 
of at least three months, and believe it to be the most 
effective drug in the treatment of psoriasis ; but few of 
us would care to take the risk involved in such a scheme 
of dosage. 

Triamcinolone.—The chief importance of this drug 
lies in the fact that for reasons yet unknown (Shelley 
et al., 1958) it is the only corticosteroid yet introduced 
which can quickly remove psoriasis in the majority of 
cases. What seems to have been overlooked is that the 
relapse rate is extremely high, and not only does 
recurrence often occur when the steroid is withdrawn 
but it may be worse than the attack for which the 
steroid was given. At St. Bartholomew’s Hospital our 
investigations indicate that the relapse rate is greater 
with old-standing cases of psoriasis than with adult 
patients who have only had a few episodes of the 
malady, but further experience might change this 
tentative opinion. Shelley et al. (1958) treated 60 
patients suffering from psoriasis. In 36 the response 
was prompt and unquestionable and within 2-4 weeks 
the psoriasis had, in some cases, entirely disappeared. 
When the treatment ceased, or sometimes when the dose 
was reduced, the psoriasis rapidly recurred. In 24 cases 
there was no response. The side-effects include flushing, 
hyperidrosis, purpura, vertigo, fainting, epigastric 
distress, and nausea. These rapidly disappear when 
treatment ceases. But triamcinolone is a_ potent 
stimulator of hirsuties, and can cause moon face and 
buffalo humping. Shelley and his colleagues believe 
that the drug should be given only for acute extending 
psoriasis not controllable by other means, or for very 
extensive and severe chronic forms of the eruption. It 
is not to be given for the relief of a few scales from 
the elbows. When benefit follows administration this 
must be regarded as purely palliative. The use of 
triamcinolone cream is discussed below. 

Treatment, for the average adult, should begin with 
16 mg. daily in divided doses. When the lesions are 
fading, after about 10-14 days (though such generaliza- 
tion is scarcely permissible), one can reduce the amount 
to 12 mg. each day, and then slowly, step by step, taking 
several days between each change, the patient can be 
weaned off the drug. Meanwhile, records must be kept 
of his weight (some patients lose weight on triamcino- 
lone), blood pressure, the results of urine testing, and, if 
facilities are available, of serum electrolytes. 





General Remarks on Systemic Treatment 


Aminopterin is extremely dangerous. Arsenic and 
thiacetazone are not recommended. Cystine is probably 
safe enough, but its effects have not been assessed by 
many persons. Triamcinolone brings many disappoint- 
ments ; it should be used only in very carefully selected 
cases. Vitamin B,, is one of the few internal remedies 
which is reasonably efficacious, relatively inexpensive, 
and apparently safe. Rest in bed is of considerable 
importance. In many stages a reasonable amount of 
sedation is important. Possibly—although this is hypo- 





thetical—the main action of the sedative is to reduce the 
patient’s anxiety about his eruption. I have been much 
less impressed by the action of tranquillizers than of 
sedatives. 


Radiation Therapy 


Grenze is the German word for “ border,” and grenz 
rays are so named because they lie in the border 
between ultra-violet and conventional x rays in the 
electro-magnetic spectrum. They are very soft x rays 
which have wave-lengths of 1-3 A and are generated at 
8-12 kilovolts. Their particular advantage is that, as 
they do not penetrate the tissues deeply, they are very 
much safer than ordinary x rays, but they tend to cause 
pigmentation, and this may be unsightly. Some cases 
of psoriasis respond very satisfactorily to grenz rays; 
in others the lesions are aggravated and may spread. 

The use of conventional x rays in psoriasis is 
becoming increasingly unpopular because of the genetic 
and other hazards involved. While they may produce 
rapidly a very beneficial effect when first applied, in 
most cases the recurrences of the eruption become more 
resistant, so that the dosage has to be increased, and 
the hazards thus are increased likewise. 

Ultra-violet rays are of very great importance in the 
treatment of psoriasis and their use is discussed later. 
Here one should note that they must not be used if the 
patient has tuberculosis, as there is considerable risk 
of aggravating his infection. 


Local Treatment 


The old rules which one learned as a student still 
apply and for the sake of brevity may be stated 
dogmatically: strong remedies are not to be used when 
the eruption is efflorescing, for they will aggravate the 
malady ; oily lotion of calcium hydroxide, soft paraffin, 
hydrophilic ointment U.S.P., perhaps calamine cream, 
or an ointment made by mixing equal parts of glycerin 
of starch and salicylic acid ointment B.P. are prefer- 
able. Do not aggravate psoriasis by over-treatment: the 
least hazard of this is the production of resistant lesions, 
the worst the development of exfoliative dermatitis. 
Ointments containing chrysarobin, dithranol, pyrogallol, 
or other substances which in a few persons produce 
violent inflammatory reactions must be used only on 
small areas at first until the patient’s sensitivity to them 
has been assessed. 

There is one new observation: lotions and ointments 
containing corticosteroids with or without antibiotics 
serve only to relieve itching; they seldom benefit the 
psoriasis. There is one exception to this: Jarrett and 
Spearman (1959) in a preliminary report have stated that 
benefit may follow the frequent application of a 
preparation made of 0.1% triamcinolone cream 
containing 12,500 units of water-solubilized vitamin A 
per gramme. Unfortunately the preparation of vitamin 
A is not easily obtained in England. 

Fundamentally the local treatment of psoriasis still 
depends on the use of preparations of tar, salicylic acid, 
mercury, or sulphur. Resorcin and pyrogallol are still 
employed, but much less frequently ; dithranol has won 
its place in the British Pharmacopoeia. Chrysarobin is 
less popular and remains in the British Pharmaceutical 
Codex ; being obtained by extraction from a vegetable 
product (goa powder) its effects are less predictable 
than those of dithranol, its potency varies from batch 
to batch, and ‘t has a more deleterious effect on clothing. 
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As a generalization, which applies to the majority 
of cases, one can say that the skin of a psoriatic subject 
benefits considerably from heliotherapy or from 
exposure to ultra-violet rays. Some patients find that 
if they purchase an ultra-violet-ray lamp and use it 
sensibly several times a week the tendency to recurrence 
of the eruption is minimized. But in time the skin 
becomes somewhat resistant to the effects of ultra-violet 
rays and patients seldom continue to use a lamp for 
very long periods. Possibly this is a good thing, for 
iong-continued exposure to the rays might in time 
produce cutaneous epitheliomata. Yet it is one of the 
strange things about the the psoriatic subject—who often 
has received so much treatment that he should be 
particularly prone to cutaneous cancer—that, if therapy 
with arsenic is excluded, epitheliomatous changes arising 
as a direct consequence of treatment are not common. 

It is believed that the beneficial effect of tar in the 
malady is largely due to its photo-sensitizing effect. 
Certainly many years’ experience has shown that for 
routine purposes there are few more reliable methods 
of treatment than that devised by Goeckerman (1925). 


Modified Goeckerman Regime 


This treatment is particularly of use in stubborn cases 
which are not in the stage of efflorescence. Except for 
the periods of daily treatment the patient is kept in bed 
under mild sedation—for example, phenobarbitone 4 gr. 
(16 mg.) thrice daily and a sedative at bed-time. 
Ointment is cleaned off with liquid paraffin and a very 
thin smear of this is left over the affected areas. He is 
then exposed to ultra-violet rays, receiving enough to 
cause a mild erythema, and has a weak tar bath made 
by adding 2 oz. (60 ml.) solution of coal tar to 25 
gallons (114 1.) of water. He may use a bland non- 
medicated soap in the bath. After drying, his lesions 
are dressed with zinc oxide and coal tar paste B.P.C. 
modified to contain only 4% of crude coal tar. (As 
treatment progresses the amount of tar in the paste can 
be increased slowly in accordance with his tolerance ; 
it is seldom necessary to exceed a concentration of 10%.) 
He then returns to bed. Lesions in the scalp may be 
treated with emulsifying ointment to which ammoniated 
mercury 5% and salicylic acid 3% have been added. 
The scalp is washed twice a week. 

If properly carried out, one can rely on the regime to 
clear most cases of psoriasis within 21 days. For mild 
cases the system can be modified, the patient is not kept 
in bed, uses the ointment only at night, has a bath in the 
morning and ultra-violet rays at a convenient 
opportunity through the day. Autohaemotherapy is 
often used as an adjunct, but in many cases is not 
necessary 


Alternative Formulae 


If the Goeckermann regime is not employed, local 
inunction can be carried out with tar ointments fortified 
by the addition of salicylic acid, sulphur, or mercury. It 
is usually believed that the acid merely acts as a 
keratolytic and removes scales, but possibly it has some 
further effect of which little is known. Recent research 
indicates that the traditional use of sulphur may be 
scientifically justified, but the use of mercury is based 
more on tradition than on any pharmacological reason 

Two formulae may be mentioned : 


Coal tar solution 12.5° 

Salicylic acid be 2.0% 
Ammoniated mercury 2.0% 
Aqueous cream (B.P.) to 100% 
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This formula is usually more acceptable to the patient 
than the ammoniated mercury, coal tar, and salicylic 
acid ointment of the B.N.F. If the skin fissures easily, 
the active ingredients should be blended into paraffin 
ointment instead of simple cream. 


This formula is satisfactory for treating the scalp: 


Coal tar solution 12.5% 
Precipitated sulphur 4.0% 
Salicylic acid 2.0% 


Oil of lavender q.s. 
Coconut oil es as to 100% 

Cohen (1958b) drew my attention to a fact which | 
can now corroborate—namely, that “tar biosone G.A. 
ointment” gives much relief to pruritic psoriasis 
eruptions. It is available in a greasy and also in a non- 
greasy form, the antipruritic element presumably being 
the glycyrrhetinic acid which is incorporated. 

Resorcinol with tar is useful in the treatment of 
stubborn localized patches (but some patients react 
briskly to it): 


Resorcinol 2.0% 
Zinc oxide . ; ° id 12.0% 
Oil of birch tar ws aa en 6.0% 
Emulsifying ointment to 100% 


Pyrogallol is almost forgotten. It has the disadvantage 
of being black in colour, and fell into disfavour because 
if absorbed from large areas it can be very toxic. 
However, pyrogallol ointment 5% is useful for small 
areas. 

Chrysarobin and dithranol are so widely known that 
they will not be considered, except to note that a 
proprietary preparation, “ chrysocreme,” which contains 
2% chrysarobin, is satisfactory, and patients report that 
it stains clothing less than they would normally expect. 
Recently “alphosyl” lotion, which contains allantoin 
2% and an extract of coal tar 5% in a vanishing-cream 
base, has become available: its cleanliness in application 
makes it very acceptable to the patient. 


Conscicntious Treatment 


Failure in the local treatment of psoriasis is much 
more often due to the fact that an ointment is improperly 
used than to any fault in the ointment itself. In nearly 
all cases, only small amounts of ointment gently but 
thoroughly worked into the skin are _ required. 
Lacking instruction, the average patient takes large 
amounts of the preparation, rubs it in casually, 
and leaves himself smeared thickly with the unguent, 
so that he feels sticky and ruins his clothing. He 
should be told that “it is what goes into the skin, not 
what stays on the surface, that matters,” and, provided 
he is sufficiently sensible to avoid over-treatment, the 
ambulant patient should be encouraged to take plenty 
of time every evening and, in a warm room, apply the 
remedies gently but conscientiously. Three treatments a 
week done thoroughly will often do more good than 
casual twice-daily applications. 

In general, | would advise that, provided the caveats 
stated above are heeded, treatment should be by the 
Goeckerman regime for severe cases and by means of 
an Ointment of tar, mercury, and salicylic acid in mild 
cases. The sulphur ointment for the scalp is always 
useful. Tar biosone G.A. ointment is valuable when 
itching is troublesome. 

Only when a patient is not doing well on these 
methods should one explore the possibilities of trest- 
ment with dithranol or chrysarobin. Pyrogallol is to 
be used only for limited areas, and the same rule can 
safely be applied to the use of resorcinol. 
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Finally, we have still got to say, “ There is no cure 
for psoriasis”; but there is some hope that within the 
lifetime of many of us the aetiology will be discovered 
and either a cure or else adequate preventive measures 
may become available. 


I have to thank my colleagues, Dr. E. Lipman Cohen, Dr. 
A. Scott, and Sister O. M. Lowe, for data which I have 
employed in the preparation of this paper, and record my 
indebtedness to the late Mr. J. R. Elliott, Pharmacist to 
St. Bartholomew’s Hospital, for his advice. 
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NOISE AND THE PATIENT IN HOSPITAL 
A PERSONAL INVESTIGATION 
BY 


CECILY STATHAM, M.B., D.Obst.R.C.0.G., D.A. 


Assistant Anaesthetist, Royal Northern Hospital, London 


The study and control of noise in the modern world 
have received much attention, varying from attempts at 
suppression of the tremendous noise of jet planes to 
that of noise iu hospitals. 

The following report is of a personal study carried 
out in the Royal Northern Hospital, London, of the 
views of adult patients on noise, correlated with their 
home background and tenor of their work. Each 
patient was asked verbally what noise, if any, disturbed, 
worried, irritated, or kept him or her awake while in 
hospital; whether their home and work lay in a quiet 
or noisy neighbourhood; the number of young 
children iiving with them; the type of housing (flat, 
council house, or own home); and, lastly, the relation 
of their home and place of work to railways, main 
roads, etc. 

The subjects interviewed were mostly in-patients 
during the period of investigation, but some had been 
discharged and were attending out-patient clinics. 

The hospital buildings stand in a non-industrial but 
very busy traffic region in London, and face the main 
road carrying heavy lorries continually. 

Of the 114 patients questioned, many were in large 
wards (25-30 beds), some were in small wards (up to 
six beds), and a smaller number were in single rooms. 
More than half those in single rooms were private 
patients. The patients questioned came from all walks 
of life and occupations: professional men and women, 
housewives, clerks, bus-drivers, labourers; in fact, 
their work varied from that of a busy mayor of a large 
provincial city to a mortuary attendant; the latter 
had perhaps the quietest occupation of them all, and a 
blacksmith one of the noisiest. The most tranquil home 
belonged to a solicitor living in an isolated part of 
North Wales. At the other extreme, a wife with three 
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energetic young children lived over the incessant clatter 
of a large dairy factory in central London. 

The length of stay of these patients in hospital ranged 
from a few days up to about four months. Their ages 
fell between 17 and 82 years. All had normal hearing 
and none were under prolonged or heavy sedation. 
About 63% were in surgical wards and the remainder 
in medical wards. 

On analysis of answers given at the personal 
interviews on direct questioning, the outstanding 
findings were as follows: 50% of patients had no 
complaints of noise at all; and 50% complained of 
noises which disturbed or worried them. This figure 
is in complete accordance with that given by King 
Edward's Hospital Fund for London (1958) in its report 
on the number of complaints of noise in eleven London 
hospitais. 

Of the total number studied 50% of males and 50% 
of females made complaints of noise. Fewer single 
than married patients complained ;_ patients with noisy 
surroundings, either in the home or at work, made 
fewer complaints than those with quiet backgrounds. 
Patients with quiet homes and quiet occupations thus 
complained much more than those with a noisy 
environment. 

Patients under 21 years of age and over 65 
complained much less than those in the middle group— 
that is, from 21 to 65. 

Patients admitted to single rooms complained much 
more than those admitted into wards. Of these patients 
63% complained, but only 44% of those in wards. 
This difference is, I think, explained by the fact that 
patients in a general ward are interested in ward 
activities. The patient in a single room usually has no 
such distractions, and thus his reaction to noise is 
accentuated. Slightly more patients in medical wards 
complained than did those in surgical wards. 

Patients interviewed after their discharge from 
hospital, and subsequently attending as out-patients, 
gave a similar story. 50% also complained of noise 
while in hospital. 


Noises in Hospital 


The noises which disturbed patients were 
predominantly those made by other people, especially 
by patients talking, snoring, calling out, etc., 
particularly at night and early morning, and to a 
slightly less extent by the voices of the nursing staff. 
Almost 50% of the noises complained of were therefore 
made by the human voice. 

Of the “internal” hospital noises (those occurring 
within the building from any source) the following were 
the most disturbing, apart from voices, and constitute 
approximately 25% of the noises complained of: 
doors banging; bedpans clanking; articles dropped 
in wards or corridors ; squeaking trolley-wheels ; bells 
and buzzers; the scraping sound of moved bedside 
tables and chairs, and finally the crashing of lift gates. 
The hospital plumbing system—for example, dripping 
taps, etc-——caused very few complaints. 

“External” noises (those from courtyards, grounds, 
or roads) caused about 25% of the complaints, 
especially of traffic—in particular, the sudden explosive 
acceleration of motor-cycles and, to a less extent, fhe 
noise and movement of ambulances and staff cars in 
the hospital car park. 
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Only one woman (a private patient accustomed to 
very quiet surroundings) interviewed in a single room 
had come into hospital armed with special ear-plugs to 
deaden the noise at night. Two patients in a general 
ward informed me that they wore the wireless head- 
phones (switched off) to minimize the noise about them 
at night. 


Recommendations arising out of the Inquiry 


1. When possible, patients who are very 
talkative, senile, or disturbing to others in any 
should be placed in a single room or small ward 


restless, 
way 


2. Single rooms should also be used for patients with 
conditions such as headache, sinusitis, etc., which make 
them especially liable to be distressed by noise of any 
kind 

3. All doors should be checked routinely to ensure 
that they shut quietly and efficiently 

4. Appliances to prevent the banging of doors and 
lift gates should be used 

5. All 
buffers 


movable furniture should be supplied with 

6. Trolleys should be particularly checked for squeaky 
wheels. 

In special cases simple ear-plugs should be issued 

it night 

8. The practice of bringing bed-pans to patients very 
early in the morning should be reviewed 

9. In the building of future hospitals the increasing 
noise of traffic should be borne in mind, and hospitals 
sited some distance from main roads 

Finally, apart from elaborate and expensive methods 
of reducing noise in hospitals, a practical, simple, and 
immediate solution seems to lie in the use of waxed ear 
it night for patients in 
near traffic Perhaps 


nightly ensure 


plugs (obtainable at chemists’) 


noisy wards or in rooms routes 


then the 
patients’ sleep could be reduced 


routine use of sedatives to 


Summary 


From a personal survey of the views of 114 adult 
patients on noise in hospital, correlated with a detailed 
picture of the background noise or quietness of their 
home and work, the fact emerged that one out of every 
two patients complained of noise, the chief noise being 
made by the fellow patients or staff. 
particularly at night and early morning 


voices of 


Some suggestions are made regarding the lessening 
of noise in hospitals. 


I am grateful to the consultant staff of the Royal Northern 
Hospital, who kindly allowed me to interview their patients 
I am also indebted to Dr. A. Wheildon, senior assistant 
medical officer of health, Area 3, Middlesex County Council, 
and to Mr. Anthony Green, consultant radiotherapist, Royal 
Northern Hospital, for their helpful advice in_ this 
investigation 
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SYMPOSIUM ON HUMAN GROWTH 


[From A SPECIAL CORRESPONDENT] 


[he annual symposium of the Society for the Study of 
Human Biology bids fair to become an established event 
in the scientific calendar. Certainly the programme of 
this year’s symposium, the second, held on November 28 
at University College, London, equalled its predecessor 
in interest and quality. Yet the themes could hardly 
have differed more; last year the topic was “ Natural 
Selection in Man,”* this year “ Human Growth.” As 
so often happens with small societies, there was a strong 
touch of informality in the proceedings; the meeting 
forgot to record its indebtedness to the organizer ol 
the programme, Dr. G. A. Harrison, of Liverpool 
and of course there were the flashes of occasional gems 
as when Professor J. Z. YounG, F.R.S., introducing the 
elder statesman of primatologists, Professor A. H 
Schultz, of Zurich, as one who not only dissected and 
prepared his own specimens but also shot them 
remarked that this example could profitably be followed 
by many human biologists 


Patterns of Primate Growth 

Professor SCHULTZ opened the symposium with a contri 
sution on “Age Changes in Primates and Their Huma: 
Modifications.” Whereas the changes with age in the humar 
body had been intensively studied, it was not yet possible 
to state, he said, in what ways and how far these ontogenetic 
followed that generally in 
primates or had become specialized in man. The effects of 
phylogenetic change observable in adults of different species 
vere essentially due to changes in the inherited patterns o} 
rrowth Professor Schultz set out to examine, with 
reference to a wealth of examples, The adult location of the 
occipital condyles, for instance, resulted from the differential 
rates of growth of the parts of the skull in front of and 
behind them. There was a clear increase in the duration of 
the prenatal, infant, juvenile, and adult periods of life as the 
primate scale was ascended. There was also a large increase 
in growth in weight in the latter part of pregnancy particu 
larly marked in man, yet, in the ratio of the weight of the 
newborn to that of the mother, man remained within the 
range of the lower primates. In difficulty of labour humans 
resembled monkeys such as the macaque and the proboscis 
monkey, while the apes tended to experience easier births 
This was clearly related to the differing degrees to which 
the foetal dimensions approached those of the birth canal 
hence the rate of terminal prenatal growth was in some 
way linked with the ‘size of that canal. In some features 
nan fitted into the simian range, as in the degree of ossifi- 
cation at birth or of post-infantile skull change; in others 
he merely exhibited an extension of a trend that was 
observable as one ascended the primate scale, as in the time 
of appearance of skin colour, the time of fusion of the 
sternal segments, or the shift in the sequence of dental 
eruption 

In Professor Schultz’s view, the most consequential single 
modification of man’s individual development had been the 
extreme increase in his total period of growth, which was 
the culmination of a general trend affecting also the non 
human primates in widely differing degrees. While the 
causes of all such modified age changes were still unknown, 
more and more of their manifold effects could be recognized. 
The features which distinguished man were largely due to 
differences in timing during development. There was a 
remarkable orderliness in the progress of maturation and 
1 surprisingly uniform sequence of closure of epiphyses 
Of equal significance was the conclusion that these orderly 
patterns extensively in their correlations with 
chronological age—they could be individually retarded or 
accelerated in regard to the entire skeleton or only to parts 
of it. Closely corresponding to this intraspecific constancy 
in general sequence but individual variability in detailed 


*Sve Journal, November 22, 1958, p. 1288 
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timing of the age changes in man, intergenerically among 
primates there were few major deviations from one common 
pattern of development but many marked modifications in 
the relative timing of stages of maturation of epiphyses. 
sutures, hair, and dentition. 


Analysis of Growth Data 


Dr. W. J. ISRAELSOHN (Institute of Child Health, London) 
courageously tackled that very difficult subject, methods of 
inalysis of growth data Concerned primarily with 
longitudinal rather than cross-sectional studies, she drew 
upon the experience of the Harpenden Survey to illustrate 
the numerous pitfalls that beset the unwary. These two 
types of studies did not give the same information; 
longitudinal data were particularly useful for constructing 
growth-velocity curves (though there was the danger of 
doubled error in small samples), and were essential for 
studying variation in velocity. Simple averaging of velocity 
curves was inefficient in that, for example, it reduced the 
extent of the adolescent spurt and gave the impression that 
the spurt occupied a greater period of time than it actually 
did ; if the velocity curves were drawn so that their points 
of maximum velocity coincided, averaging then gave a 
truer representation Acceleration curves were for some 
purposes more useful than those for velocity ; in adolescent 
girls breast development began when acceleration was 
naximal, the menarche occurred when it was minimal. Dr. 
Israelsohn concluded her most useful review by discussing 
the different mathematical curves that have been proposed 
to represent human growth 


Genetics of Human Growth 


The paper by Dr. J. M. TANNER (Institute of Child Health, 
London) showed at once how much and how little is known 
f the genetics of human growth. Studies of correlations 
between twins, sibs, and parents and offspring had shown 
that there was a strong genetic element in the age at 
menarche (now becoming earlier by about four months per 
decade) and in the age of epiphysial fusion. Genetic 
influences extended from these obvious major growth stages 
down to small details of velecity and acceleration—e.g., of 
yrowth in width of muscle in the calf Expression of 
genes might be delayed until some time after birth, as was 
shown by the correlation coefficients of height in parent and 
child, and in the individual as child and adult, which rose 
rapidly from birth to about the age of 3 years As a 
esult of the technical advances that now made it possible 
to obtain details of chromosomal structure, individuals 
manifesting Klinefelter’s syndrome (with the sex chromo- 
some combination XXY) were seen to coincide in rate of 
skeletal maturation with normal (XY) males, while those 
with Turner's syndrome (XO) were slightly retarded by 
comparison with normal (XX) _ females. Dr. Tanner 
stressed the need for long-term longitudinal data on family 
groups as an essential for the genetic analysis of human 


growth patterns 


Weight, Body Build, and Climate 
Dr. A. C. STEVENSON took the chair for the afternoon 


session 

Dr. D. F. Roserts (Oxford) reported on the results from 
his field studies of height and weight in tribal and rural 
samples of African children. African children were 
distinguished from European children by a tendency towards 
lower weight for a given height, a tendency which reached 
its extreme degree of pronouncement among Nilotic 
peoples, and which did not seem to be entirely attributable 
to undernutrition. He put forward the hypothesis that 
differences in climate might be partly responsible, and 
demonstrated a close empirical correlation between mean 
weight of children of a given age in indigenous populations 
throughout the world and the mean temperature of their 
habitat There was a parallel association of weight in 
idults, in whom it reflected differences in the morphology 
of the body, which tended to be more linear in warmer 
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climates, and it seemed likely that the association in 
children foreshadowed the differences in adult physiques 
African children experienced a later completion of growth 
than London children, adult size being delayed by up to two 
years. 
Secular Changes 

In his paper on secular change Mr. A. W. Boyne 
(Aberdeen) was concerned both with children’s growth and 
with adult stature. Increase in children’s size over the period 
1931-41 was different in different age-groups. For a given 
age between 1948 and 1953 boys were increasing their 
advantage over girls in height and catching them in weight 
In Aberdeen the I.Q. at age 11 was decreasing in boys but 
increasing in girls. These and other trends, he suggested, 
might be secondary manifestations of the tendency towards 
an earlier puberty spurt. 


Foetal Growth 

Professor T. McKeown’ (Birmingham), discussing 
influences on human prenatal growth, pointed out that the 
birth-weight represented the product of the duration and 
rate of foetal growth While foetal weight had little 
influence on the onset of labour, retardation of foetal 
growth began at the point when the total weight approxi- 
mated 7 Ib. (3.175 kg.), and was therefore earlier in twins 
than in single pregnancies, and earlier still in triplets and 
quadruplets. Thereafter the increments in total weight 
remained constant, i.e., the weight increase in a set of twins 
was the same as in a set of triplets but was divided among 
two instead of three individuals From experimental 
evidence it seemed that retardation was a response to uterine 
crowding. Size of mother and not of father affected foetal 
size, particularly in first and multiple pregnancies 


Malnutrition and Disease 

In the final paper, on the effects of nutrition and 
disease, Dr. R. M. ACHESON (London) said that the best data 
on the effects of malnutrition on human growth derived 
from the tragedy of war. Figures from various parts of 
the world showed that war slowed the growth of children. 
Differences in nourishment probably also accounted for part 
of the difference in height between children of professional 
ind labouring classes observed in the Oxford Child Health 
Survey. and between children whose mothers differed in 
maternal efficiency ; skeletal maturation, however, was less 
affected than stature Brief periods of environmental 
adversity had indeed a pronounced effect. Children who 
had suffered severely from acute illness showed significantly 
retarded height and increased bone scars but no effect in 
their degree of skcletal maturation for that period of their 
development, and there occurred a compensating spurt 
shortly after the illness. Dr. Acheson's discussion of 
experimental verification of this rapidity of growth response 
to illness in rats, where within a matter of 60 hours from 
inoculation there was marked narrowing of the growth 
cartilage plate and reduction in the number of osteoblasts, 
led into a brief review of the biochemical basis of growth. 





Over 1,000 Middlesex schoolchildren, from 9 years old 
to those in sixth forms, have taken part in a school survey 
to discover what methods, if any, would be effective in 
stopping them smoking. When the investigation was being 
planned account was taken of the children’s intelligence, the 
geographical situation, and the type of residential area of 
the schools involved. The conclusions of the survey have 
yet to be presented, but it seems clear that the children think 
that there is not enough publicity material and that what 
there is is not good enough. They are unanimously in favour 
of films on the subject being shown in schools—-every class 
of schoolchildren voted for this form of information. The 
Health Education Officer concerned in the survey says: 
“We now know at least what approach to make to 
children.” (Annual Report of the Principal School Medicai 
Officer for the Year 1958. County Council of Middlesex 
Education Committee, p. 30.) 
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WILLIAM HARVEY 


AND HIS BROTHERS 


William Harvey was the eldest of seven brothers whose 
names and years of birth and death were as follows 


Christian Name 


Date of Birth 


Year of Death 


WILLIAM 1578 1657 
JOHN 1582 1645 
THOMAS 1584 1622 
DANIEI 1587 1647 
ELIAB 1589 1661 
MICHAEI 1593 1643 
MATTHEW 1593 1642 
There were, in addition, two girls in the family: Sarah, 


born in 1580, and Amy, who was born in 1596 

They were a very united family, and in his later years 
William often stayed with one or other of his brothers 
Yet he outlived all of them but Eliab. Thomas, Daniel, 
and Eliab were prosperous merchants who traded with 
the Near East. Matthew and Michael joined in the 
business as they grew up. John was one of the King’s 
Receivers for Lincolnshire and Member of Parliament 
for Hythe. An excellent account of the business 
relationships of the family was given by Sir Wilmot 
Herringham in his Harveian Oration for 1929. 

The affection between the brothers is shown also in 
their wills. Three of his brothers remembered William 
in their wills. Matthew, who died in 1642 at the age of 
49, bequeathed “unto my brother and doctor William 
Harvey the sum of two hundred pounds of lawful 
money of England in remembrance of my love.” 
Daniel, who was 60 years of age when he died in 1647, 
left William a more sum, for he was a 
wealthy man: “I give and bequeath to my brother 
Dr. William Harvey the sum of one thousand pounds.” 
Thomas did not leave any money to William, but he 
entrusted him with the responsibility of bringing up his 
son, as will be seen by the following transcript of the 
will 


substantial 


Will of Thomas Harvey (1585-1623) (Seen in Somerset 
House) 

In the name of God Amen 1 Thomas Harvie of 

London marchant do ordaine this my last will and 


In primis, I bequeath my soule unto God that 
y my first 


Testament 


gave it, my bodie to be buried in Sainte Peeter 


wife. Item, I give to Elizabeth my wellbeloved wife the 
somme of fower thousand pounde. Item to the Childe 
she now goeth with, ife borne and live two thousand 


poundes, but if it dye under adge then my will is that one 
my and the halfe to my 

Item I bequeath the Care of the bringinge 
Jno brother Docter 


halfe goe to wife other sonne 


John Harvey 


upp of my sonne Harvey to my 


Harvey and my brother Jno Harvey, the care of the other 
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unborne to Mr. Robert Parkhurst my father in lawe. Item, 
I make and constitute Executors of this my last will and 


brother 
whom | 
last 


Testament 
Harvey to 


this m: 


my John Harvey and my sonne Jno 
full and 
and testament. Item, all the 
movable and Immovable, my 
rightes discharged | will 
to remayne wholy to my sonne Jno Harvey att the age of 
Item, I will to be given in legasies 
accordinge to the discrecion of my brother Docter and my 
father the two thousand poundes or three 
thousand poundes to be distributed according as they shall 
thinke fittinge. And I will, if they think fittinge, a greater 
some that itt amount not to above fower or five 
thousand poundes. In witnes whereof I putt my hand 
and seale the daie and yeare above written. 
sealed and delivered in the presence of us Daniell Harvey. 
Henry Kynnersby Eliab Harvey. (10 February 1620) 


[he trust which Thomas reposed in his brother 
William was faithfully fulfilled. Thomas died early in 
1622 (old reckoning) at a time when his brother John 
was abroad and his son John was a minor, so that a 
commission was immediately issued to William to 
undertake the responsibilities which his brother had 
foreseen he might have to undertake. On February 10, 
1622, William received the commission. The translation 
of the legal Latin runs as follows: 

On the tenth day of the month of February in the year 

of our Lord according to the proceeding and reckoning 

of the Anglican Church one thousand six hundred and 
twenty two Commission issued forth to William Harvey, 

Doctor of Medicine, natural and legitimate brother of the 

said deceased, for the administration of the goods, rights 

and debts of the said deceased in accordance with the 
ineaning and effect of the said will, whilst John Harvey 
the son of the aforesaid deceased and one of those persons 
named executors of this will remains a minor, and during 
the absence of John Harvey the brother of the aforesaid 
the other executor named in this will who is 
travelling until he himself the 
burden of the execution of the aforesaid will, is well and 


give power! autoritie to 


execute will 


residue of my goodes, 


debtes, legacies and funerall 


twentie yeares 


somme ol 


soe 


Tho. Harvey. 


deceased 


now overseas, accepts 


truly sworn etc. 


John Harvey returned from abroad and took probate 
of the will on the ninth day of April, 1623, at the same 
time swearing on the Holy Gospels that when the son 
of the deceased came to the age of 20 years he (John 
junior) should receive letters of administration and 
undertake the functions of co-executor, thus relieving 
William Harvey of all responsibility 

John, the son of Thomas, became 20 years of age in 
1633 and on November 21, 1633, probate was granted 
to him The translation of the notification of this 
probate is as follows: 

Proved in the presence of the Surrogate Master William 

Sammes, doctor of law on the twenty first day of the 


(Continued at foot of next page) 
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To-day’s Drugs 


TO-DAY’S DRUGS 


Meoreat jounnas 1251 


Correspondence 





With the help of expert contributors we publish below notes 
on a selection of drugs in current use. 


Manpnomustine 
“ Degranol” (Leda Chemicals). 
This is 1:6-di(2-chloroethylamino)-1 : 6-desox y-p-mannitol 
dihydrochloride. 
H,C.NH.CH,CH,CI 


HO.CH 


HO.CH 
+ 2 HCI 


| 
HC.OH 
HC.OH 
HyC.NH.CH,CH,Cl 


Mannomustine is a white crystalline compound readily 
soluble in water, but insoluble in organic solvents. The 
aqueous solution is stable at room temperature. It is a 
cytotoxic agent for the treatment of neoplastic diseases, 
particularly those of the lymphoid and haemopoietic systems. 
Claims are made that it is less toxic than some other drugs 
of this type and that it passes through the cell membranes 
more easily, thus having a greater selectivity because of the 
linking of mannitol with 2-chlorethylamine. However, it 
has not been found to be as valuable as claimed. being less 
efficient and more toxic than other agents, such as tri(2- 
chlorethyljamine hydrochloride, or “ myleran,” in the treat- 
ment of chronic myeloid leukaemia. 

Mannomustine is put up in ampoules of 50 mg., and the 
recommended dosage is 50-100 mg. intravenously on 
alternate days t a total dosage of 600-800 mg.. though 
in some cases 1,200 mg. may be required, but careful control 
is needed by regular counts of white blood cells and 
platelets. 

The drug is of some value in the treatment of some cases 
of chronic lymphatic leukaemia, Hodgkin’s disease, reticulo- 
sarcoma, multiple myeloma, and polycythaemia, and it may 
relieve the pain in carcinomatosis. 

Toxic Effects—These can be very troublesome, 
particularly if a second course is given within four months. 
Severe depression of bone-marrow often occurs. Gastro- 
intestinal effects such as nausea and vomiting occur in about 
40% of patients after doses of 2 mg./kg. body weight, and 
in up to 70% after larger doses (3-7 mg. /kg.). 


N.H.S. Basic Price—10 50-mg. ampoules for 185s. 
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month of November in the year of our Lord 1633 by 
the oath of John Harvey the natural and legitimate son 
of the said deceased and the other one of the executors 
to whom was in like manner etc, the administration etc. 


It has sometimes been said that William Harvey was 
not a good man of business, but Wilmot Herringham 
did not believe this, and we believe that the facts here 
put in evidence show that he was in fact an excellent 
man of affairs. 


| am indebted to Mr. H. R. Aldridge, of the Manuscript 
Department of the British Museum, and to Dr. F. N. L. Poynter, 
of the Wellcome Library, for much help with the transliteration 
and translation of the will of Thomas Harvey. 


ZACHARY COPE. 


Because of heavy pressure on our space, correspondents are 
asked to keep their letters short. 


New Treatment for Chronic Bronchitis 


Sir,— Many of your readers, general practitioners and 
chest physicians in particular, will have taken note of 
the mounting propaganda campaign now being directed 
at the medical profession by certain drug tirms in an 
effort to further the sales of particular preparations 
of bronchodilator drugs and mucolytic enzymes. The 
claims made for some of these products are extravagant 
on evidence at present available. The latest circular from 
the most vociferous of those firms proclaims “ new hope” 
for bronchitis sufferers, and states that in clinical trials 
carried out this year with a mucolytic enzyme combined 
with a bronchodilator drug “a satisfactory improve- 
ment’ was obtained in between 70.9% and 91.7% of 
the patients treated, the actual figure depcnding on the 
method of analysis. These trials, which were said to 
have been undertaken by 60 general practitioners in 
Stoke-on-Trent, South Wales, Manchester, Newcastle, 
Belfast, Glasgow, and London on 206 patients in the 
late spring and early summer (a time when most 
bronchitics are improving spontaneously), were by 
ordinary scientific standards quite inadequately 
controlled. No statistician could, on the data presented, 
draw any valid conclusion as to the efficacy of the 
treatment. 

Most doctors have a hearty dislike of this kind 
of advertising in which a_pseudo-scientific facade 
conceals an unsound approach to the testing of a 
new drug. As the law stands to-day there is nothing 
to prevent firms which market “ remedies ” for chronic 
bronchitis from advertising in this way. Provided this 
is done in professional journals or in circulars addressed 
personally to doctors, we would not wish to object to 
the practice. A different situation arises, however, when 
conclusions drawn by manufacturers from a trial of this 
kind are transmitted to the public by the B.B.C. and 
in the news columns of the press. Information on 
medical matters reaching the public through these 
channels is generally regarded as authoritative, and a 
heavy responsibility rests on those concerned with its 
accuracy and reliability. 

About a fortnight ago highly favourable publicity 
was given to a “ new treatment for chronic bronchitis ” 
both in a B.B.C. broadcast and in the news columns 
of several newspapers. From the description given it 
was clear that this referred to the same bronchodilator 
and mucolytic enzyme preparation for which such 
confident claims had been made in recent weeks through 
professional channels. The effect of this publicity on 
our own chronic bronchitics was instantaneous. Many 
of our most disabled patients who had either heard the 
broadcast themselves or whose friends had told them 
about it approached us full of hope about the new 
treatment and asked to be given it. Although the value 
of the treatment was unproved we felt compelled to 
give it a trial in several patients who would otherwise 
have firmly believed that they were being denied the 
benefit of a major therapeutic advance. Unfortunately 
none of those who received it obtained noticeable 
benefit. 
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that the treatment may 
limited value in selected cases That is not the 
What we object to is the dissemination of 
idvertisements as news. We should like to know who 
udvises the B.B.¢ In the 
recent can only that 
reporters were so impressed by the advertisements for 
the new treatment for bronchitis that they 
decided to publish or broadcast news about it without 


We cannot, of course, deny 
be of 
point 
and press on such matters 


light of events we conclude 


chronic 


the manufacturers 
unsatis- 


confirming that the claims made by 


had been substantiated This is surely a most 


illowed to recur, 


factory situation and one which, if 
is bound to cause much disappointment and distress 
to patients with chronic illnesses 


We feel it is the duty of the profession to bring this 
ittention of the B.B.C. and the 
Council and ask them to ensure that favourable 
publicity is not given to any form of medical treatment 


natter to the Press 


intil inquiries from an authoritative source have 
established that the claims made for it are justified. 
We are, etc.. 

J. W. CROFTON 

I. W. B. GRANT. 

N. W. Horne. 

W. A. MURRAY 

“WG pital J. D. Ross. 
G. J. SUMMERS 


Edinburgh. § 


Missing Medical Records 

Sixn,—During a recent piece of research at the 
lavistock Clinic which involved the scrutiny by a group 
of eight G.P.s of a large number of their medical 
record cards (E.C.4 and 5), the rather astonishing result 
emerged that about 50% of the records were “new.” 
That is to say, a new record card was marked “ copy ~ 
or “ constructed,” or some such term, or else a continua- 
tion card took the place of the record card. None of 
these cards bore any information of past illnesses 

Fifty per cent. is an exaggerated figure. Naturally 
immigrants and the newly born would have new cards, 
ind patients changing doctors might well be represented 
by continuation cards for a whole. But, making all 
allowances for these, there must be a large store of 
original medical record cards somewhere, which ought 
to be in the hands of the doctors concerned 

No doubt there is quite a simple explanation, but if 


even 25%, of medical record cards are missing from the 
files of the appropriate G.P.s it makes nonsense of one 
1f the most important aims of the National Health 
Service—that the patient’s medical history should be 


recorded and available for use from the cradle to the 
Certainly it made nonsense of much of the hard 
Tavistock Clinic.—I am, etc.. 


grave 
vork done at the 
London, W.1 A. J. HAWES 


Imipramine in Depression 


Sirn,—Drs. J. R. B. Ball and L. G. Kiloh are to be 
congratulated on publishing their short-term results 
with imipramine (Journal, November 21, p. 1052) 


[heir preliminary findings confirm one’s impression that 
this drug is of value in the treatment of depressive 
illness, and their promised long-term study should allow 
of a clearer comparison with electro-convulsive therapy 

It is suggested that these workers might like to test 
the following hypothesis: While in favourable instances 
electro-convulsive therapy terminates a depressive illness 
it the same time as changing the abnormal affective 
state, drugs like imipramine only control the mood 
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disorder which will recur as soon as the dosage is 
lowered—unless in the meantime “spontaneous ” 
recovery from the depressive illness has taken place 
This hypothesis is put forward because, in my 
experience, a high proportion of patients who have been 
on the drug for two or three months again become 
depressed as soon as it is discontinued. Moreover, 
thoughtful and intelligent patients or their relatives, 
while praising the effect of the tablets, report that a full 
restitution to previous level of interests, initiative, and 
general zest for living often does not occur My 
preliminary impression is that the drugs so far found 
active in removing “depression” should be recom- 
mended only when (1) there are various indications that 
the illness might turn out to be mild and short-lasting, 
and that it may be necessary only to tide the patient 
1 few weeks, or (2) in cases where E.C.T. either has 
failed or, in of the long-standing presence of 
depressive symptoms, often aggravating previous 
neurotic difficulties, may not be successful. In severe 
ind acutely arising affective illnesses drugs should be 
used instead of E.C.T. only, as it were, under protest, 
where agreement to shock-therapy cannot be obtained 

The writers’ statement that anti-depressive drugs 
score by not producing confusion or memory 
disturbances needs modification. I have encountered a 
small proportion of patients who, not before or since 
but while on imipramine, developed a mainly visual 
hallucinosis especially at night and with some clouding 
of consciousness. These were elderly but not decrepit 
people, who had not shown undue _ confusional 
disturbances with E.C.T. given shortly before or after 
I am, etc., 


over 
view 


imipramine was administered 


The Maudsley Hospital, 
5s 


London, S.E Fevix Posi 


** Sparine ”’ 

Sir,—In “ To-day’s Drugs” (Journal, October 17, 
p. 755) it was stated that “ sparine * (promazine hydro- 
chloride) provoked epileptic fits more frequently than 
any other phenothiazine. Three years’ experience with 
this substance does not confirm that in customary 
dosage (up to 600 mg. daily), particularly in the geriatric 
field, there is a great incidence of epileptic fits. In point 
of fact published work'* indicates that in all cases 
convulsions have been produced only where dosage 
exceeded 800 mg. per day. Fazekas er al.° comment 
that convulsions can be produced by a number of 
phenothiazines including promazine, but small doses of 
these drugs are most unlikely to cause this effect. It 
would seem clear from the comments of other workers 
ind experience in ordinary mental hospital practice that 
the risk of producing epileptic fits using sparine in doses 


of under 800 mg. daily is minimal It would be 
unfortunate if the impression created in the Journal 


were to prevent the use of this substance particularly in 


geriatric practice.—I am, etc., 


Mapperley Hospital ALFRED MINTO. 
Nottingham 
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Our Expert replies: My statement that “ sparine ” 
(promazine hydrochloride) provokes epileptic fits more 
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frequently than any other phenothiazine was based on 
the following published evidence: 


Frain’ reports that, in a trial on 100 patients, 14 of the 
patients had a total of 79 fits while having promazine ; 
800 mg. is his recommended daily dose, but he gave up to 
2,000 mg. Rudy ef al.’ in a trial of 52 patients report two 
fits ; dosage was 400 mg. daily. Kurtzke’ in a trial of 21 
patients reported 11 fits; dosage over 900 mg. daily. Kleh 
et al.‘ report two fits in 134 patients ; dosage 150-750 mg. 
daily. Barsa and Kline*® report two fits in 21 patients; 
dosage 100-1,200 mg. daily. McLean ef al.° report 10 fits 
in 75 patients ; eight of the patients who had fits were having 
800 mg. daily. These last authors state, “ The conclusions 
drawn from the above data suggest that some of the 
phenothiazine derivatives produce grand mal seizures when 
given in high dosages to certain patients. Although 
promazine was found to be one of the most frequent 
offenders, it was not found to produce seizure discharges or 
other changes in E.E.G. in intervals between seizure in this 
study.” 

Reinert’ reports five fits from 10 patients ; dosage 1,600 
3,600 mg. He quotes an unpublished report of R. I 
Meiers and G. W. Barnard, finding 1! patients who had fits 
from 21 patients on high doses of promazine. Reinert 
“ Of all the phenothiazine derivatives that have had 
extensive trial, the one most frequently reported to cause 
convulsions so far is promazine.” Freyhan* compares 10 
phenothiazine derivatives and gives a “ percentage incidence 
of convulsions” for each substance. Fits occurred during 
the administration of four substances, and the “ percentage 
incidence’ quoted for each is trifluoperazine 1.5, 
trimeprazine 2.9, promazine 6.7, mepazine 9.1. Promazine 
was here given to 60 patients and the dose range was 40 
2,000 mg. daily. Freyhan states: “ Promazine (sparine) 
stands in marked contrast [to chlorpromazine and trifluo- 
perazine] ; it proved least effective as is apparent from the 
substantial proportion of therapeutic failure. A tendency 
to produce convulsions constitutes a special characteristic 
of this compound, which has already been reported in the 
literature.” , 

The incidence of fits is undoubtedly reduced in 
promazine, as in all epileptogenic substances, as the 
dose is reduced, and it may be, as Dr. Minto implies, 
that used in older patients in restricted doses the risk 
of epileptic fits with promazine is “minimal.” His 
extensive experience of the use of promazine in geriatric 
patients makes his comments valuable in this field. 
Outside it, however, I think that the reports I have 
quoted compel the conclusion that doses considerably 
larger than 600 or 800 mg. are “ customary ” and that 
promazine provokes epileptic fits more frequently than 
other phenothiazines 


States 
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Pancreatic Necrosis and Cortisone 


Sir,—With reference to the medical memorandum by 
Dr. L. Sash (Journal, October 31, p. 867) on the relation- 
ship of cortisone therapy to pancreatic necrosis, I wish 
to record a further case. 

A 61-year-old woman, suffering from disseminated lupus 


erythematosus superimposed on a_ severe’ rheumatoid 


irthritis, was admitted to hospital on July 31, 1959, with 
a history of abdominal pain and vomiting of several days’ 
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duration. She had been on cortisone from 1954 to 1957 and 
thereafter prednisolone in a dose gradually increasing to 
15 mg. daily. 

A diagnosis of diverticulitis was made because tenderness 
and guarding were present in the left iliac fossa and previous 
barium studies had revealed a diverticulosis during a previous 
hospital admission. There was also an impending adrenal 
crisis brought on by loss of steroids in vomiting. She 
improved slowly on parenteral fluid and steroid therapy, 
but in the second week after admission she developed thirst, 
polyuria, and glycosuria. A fasting blood-sugar was 260 
mg./100 ml. Symptoms were relieved by means of soluble 
insulin injections and later by tolbutamide, but a moderate 
degree of glycosuria still remained. 

On October 26, while convalescing, she died suddenly. 
Necropsy revealed a massive pulmonary embolus as the 
cause of death. There was no evidence of diverticulitis. 
The pancreas, however, showed patchy necrosis with a 
cellular reaction and small-vessel thrombosis in the 
involved areas.—I am, etc., 

Rheumatism Research Clinic, D. A. PITKEATHLY. 


The Royal Infirmary, 
Manchester, 13. 


Peptic Ulcer in Africans 


Sir,—I read with great interest your annotation on 
“ Peptic Ulcer in Africans” (Journal, June 6, p. 1462) 
and the letter by Drs. A. G. Shaper and A. W. Williams 
(Journal, October 17, p. 757). From my own experience 
| think that the incidence of peptic ulcer in Africans 
varies (as you suggest) in different parts of the continent. 

While I was a mine medical officer for native hospitals 
in the Transvaal for 10 years I did not see a single case 
of clinically recognizable peptic ulcer or of gastric 
carcinoma either in my own practice or at clinical 
meetings of the Transvaal Mine Medical Officers’ 
Association, where cases of these conditions, had they 
been observed, would almost certainly have been shown. 
As a mine medical officer for African patients in Sierra 
Leone and the Gold Coast over a period of 18 months 
I did not see a case of either disease. But here in 
Lilongwe I have in six months performed two partial 
gastrectomies—one for duodenal ulcer in a woman and 
one for carcinoma of the stomach (proved microscopic- 
ally}—and four gastro-enterostomies: two for gastric 
ulcer and two for pyloric obstruction, of which one was 
probably carcinoma. The last five were all males. 

It is true that many cases are probably missed for 
the reasons mentioned in your annotation, including 
language difficulties, but I am convinced that Dr. 
Michael Gelfand,' whose experience of the sick African 
must be encyclopaedic, is correct in his inclusion of 
gastric and duodenal ulcers as well as carcinoma of the 
stomach as diseases common in the European but rare 
in the African. This would appear to be the general 
rule over large areas of Africa.—I am, etc., 

Lilongwe African Hospital, S. V. HUMPHRIES. 
Lilongwe, Nyasaland. 

REFERENCE 


Gelfand, M., The Sick African, 1943. Capetown. 


Ghana Medical Service 


Sir,—Dr. C._ Belfield Clarke’s letter (Journal, 
November 14, p. 1024) should not pass unqualified 
to the unsuspecting practitioner, especially those of 
the younger generation who might be considering this 
opportunity. I fully agree that there are magnificent 
modern buildings, etc., and incomparable student 
accommodation at Legon and Kumasi. However, the 
recruited doctors are not going to find themselves in 
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these, and hence I feel that the letter recommending 
Ghana to the profession is very much that from an 
interested party 

| have recently returned from that country, and, while 
with ample scope in all branches of 
Strongly that it can only be 
considerable reservations For 
prepared to arrive back from 


it is a country 
medicine, I feel 
recommended with 
instance, one must be 
leave to that democratic country and find one’s house 
occupied by someone else and notice to be in another 
centre in two days’ time. These two days, of course, 
are fully occupied trying to recover one’s possessions 
from various corners of Government stores (this move 
incidentally coming after three years in one centre and 
no suggestion of being moved when proceeding on 
leave) 

Many more inconveniences and frustrations could be 
cited, but, despite these, by and large, the people are a 
friendly and interesting group to work with and for. 

I was not in Government medical service, so this letter 
is not one of “sour grapes.” But I might add that I 
could well have been a Government employee now but 


for the “ other side,” unseen or forgotten by Dr. Clarke 
Il am, etc., 
Liverpool, 9 D. G. YOUNG. 
Peak-flow Meter 
Sir,—Drs. B. M. Wright and C. B. McKerrow 


November 21, p. 1041) comment on_ the 
discrepancy between the readings of Dr. Wright's 
ingenious peak-flow meter and published data on the 
peak flow I 


(Journal 


pneumotachographic measurements of 


have noted this discrepancy since receiving a peak-flow 


meter, and belicve that there are two contributory 
causes 

(1) Technique of  Measurement.—Wright and 
McKerrow state: “It is not necessary to empty the 


lungs, and it is undesirable to do so The manufac 
instructions emphasize this point: “A _ short, 
This is very different from 
volume 


turers’ 
sharp blast” is required 
the sustained effort of the forced expiratory 
measurement with which Wright and McKerrow seck to 
If a true forced expiratory volume is 
meter, readings are 


make comparison 
delivered through the peak-flow 
much smaller 

(2) Expiratory Resistance-—The resistance of the 
peak-flow meter is almost 20 times as great as the latest 
types of pneumotachograph. It is my impression that 
a very low external resistance may be a bad thing with 
a very co-operative subject, as the differential pressure 
across the airways may rise to the point at which collapse 
occurs. Subjectively, I find it easier to expire through 
an “old-fashioned ” pneumotachograph than through 
the latest design with a resistance of 3 mm. H,O at 
S00 litres/min. flow. A less co-operative subject will 
not exert himself to the point at which airway collapse 
develops, and this probably explains why I recorded 
higher peak flows in a group of patients who had 
undergone minimal segmental resection.'—I am, etc., 
R. J. SHEPHARD 


Salisbury, Wilts 
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Shephard, R. J., 


Subacute Rickettsial Endocarditis 
Sir,—I was interested to read the articles in the 
Journal of November 14 (pp. 980 and 983) describing 
a case of subacute endocarditis due to R. burneti, which 
closely resembles that reported by my colleagues and 
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me.' Pathologists examining their material for likely 
cases may find, as we did, that Gram, Giemsa, and 
phloxitartrazine do not stain the rickettsiae in histo- 
logical material, whereas Machiavello’s stain shows 
them clearly. In our case the rickettsiae were nearly 
all intracellular and appeared to be giving rise to severe 
local and myocardial damage 


In view of the severe aortic valve distortion with 
calcification and aneurysmal formation, I wonder 
whether the post-mortem description by Drs. P. S 


Andrews and B. P. Marmion (p. 983) is that of a valve 
damaged by nodular calcific aortic stenosis, as it was in 
our case—even though their patient was only 47 years 
old. The description given of mitral valve and arterial 
wall lesions is not convincing evidence of rheumatic 
damage, especially as histological examination could not 
support it.—I um, etc., 


Department of Pathology, 
Bristol Royal Hospital 
Bristol, 2 


D. E. B. Powe Lt. 
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Lancet 


Sir,—In your leading article on this subject in the 
Journal of November 14 (p. 1010) you state that “ two 
papers appearing in the Journal this week report a 
further instance of subacute endocarditis following 
Q fever, ard for the first time provide good evidence 
that the valvular lesion was due to infection with 
R. burneti itself” (our italics). In the Lancet of April 25 
this year (p. 864) we published a record of a similar case 
with exactly the same evidence to support the view that 
the valvular lesion was caused by rickettsiae—viz., 
isolation of the organism from the valves. Indeed, this 
work is referred to in an addendum (p. 983) to one of 
the articles you publish, and your comment therefore 
seems to us curious.—We are, etc., 

A. D. Evans. 
D. E. B. POWELL. 


Institute of Pathology, C. D. BURRELL. 


Royal Infirmary, Cardiff 
*.*We regret that through inadvertence the above erro 
B.M.J. 


arose Ep., 


Acroparaesthesia in Pregnancy 

Sir,—I would like to comment on Dr. Mollie J 
McCallum’s letter on acroparaesthesia in pregnancy 
(VJournal, November 21, p. 1095). The experience of 
one patient with the carpal tunnel syndrome led 
Dr. McCallum to conclude that oral diuretics constitute 
a “physiological therapeutic” approach for this 
syndrome. I have treated three cases of this type with 
diuretics, two being cured and one improved. The 
conclusion reached was that there may be a relation 
between fluid retention and this syndrome, and a larger 
series with a control study will test this hypothesis.—I 
am, etc., 


E. C. Woop. 


Queen Charlotte's Maternity Hospital, 
London, W.6. 


Dilatation and Curettage 

Sirn,—The question has recently been raised by Mr. 
W. C. Spackman (Journal, October 24, p. 827) regarding 
the indications for the operation of uterine curettage, 
and it has perhaps been insufficiently emphasized that it 
is usually a diagnostic procedure. The fact that a 
number of patients will be cured of irregular bleeding, 
and a few relieved of the intensity of their dysmenor- 
rhoea, must not blind us to the fact that it is the only 
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efficient method in common use to-day of examining 
the cavity of the uterus. The issue must not be clouded 
by discussion as to whether or not anaesthesia is 
desirable when a cervix is cauterized or whether endo- 
metrial biopsy of the nulliparous out-patient gives 
satisfactory results, or even whether cervical dilatation 
should be done for primary dysmenorrhoea. Curettage 
for the gynaecologist is akin to cystoscopy for the 
urologist and it may be indicated in every case of 
ibnormal uterine bleeding. 

If the surgeon be gentle and the lithotomy position 
not extreme there should be no complication referable 
to the operation. It would seem sensible to dilate 
gradually with a tapering dilator rather than the blunt- 
nosed Hegar instrument, and if the narrowest possible 
curette is used routinely it should never be necessary 
to go beyond a 7/10 Ramsey. The use of the narrow 
sponge-holding forceps (Bonney’s) will protect against 
missing a polyp and thus make the use of a broad 
curette unnecessary. 

The time spent in hospital over this simple diagnostic 
procedure depends upon the availability of beds and 
the efficiency of the organization as well as upon the 
desirability or otherwise of the patient obtaining the 
dubious luxury of a night or two away from home. In 
my teaching hospital patients are usually discharged 
48 hours after operation, which allows time for 
discussion of the pathologist’s histological report in 
cases for which this is requested as a matter of urgency. 
In a regional hospital I have for some years adopted 
the expedient of performing curettage on out-patients, 
which was instituted for the saving of hospital beds, 
but it has proved remarkably popular with many of the 
patients. They arrive at about 9 a.m., receive the usual 
vulval shave and premedication, have their operation 
between 11 a.m. and noon under general anaesthesia, 
and are ready to be collected by private car or sitting 
ambulance transport at about 5.30 p.m. It is rare for 
a patient to complain of feeling unwell, and many are 
delighted at being able to sleep at home in their own 
beds. Precautions are naturally taken to ensure that 
they will not be left alone in their homes, and very 
occasionally a patient is detained in hospital for a night 
if unfit to travel. The scheme is not ideal, but it has 
proved safe in operation, and I count myself lucky in 
having the co-operation of the nursing staff upon whom 
falls the main burden.—I am, etc., 

Birmingham, 15 WILFRID MILLS 


Placental Implants in Vascular Disease 


Sir,—It was with great pleasure that I read the 
article by Mr. C. W. A. Falconer and Mr. A. A. Gunn 
(Journal, September 26, p. 538) on the treatment of 
peripheral vascular disease, using foetal imp!antation. 
They are to be congratulated, not only on their 
presentation, but also because it is so difficult to submit 
a good paper where the results of treatment are 
unexplainable. There are, however, certain similarities 
between placental implantation and amnion implanta- 
tion, and I would like to make the following 
observations 

In Group I after placental implantation 27 out of 39 
patients felt a noticeable effect with a feeling of tingling 
and heat within six hours. In my own series of well over 


120 cases it has taken from 12 to 72 hours before the feeling 
of tingling and heat occurred. Likewise after re-implantation 
of placenta the same thing occurs, but in my series tingling 
and heat again did not become manifest before between 12 
and 72 hours had elapsed. 
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In Group II to Group IV no change was shown after 
placental implantation, apart from temporary improvement. 
This is quite similar to my own series, where Group III 
is involved. Patients who have been submitted to lumbar 
sympathectomy, according to my grouping,* would be in 
Group IFI and would also show very little improvement. 
The fact that two patients with ulceration over the medial 
malleolus responded to placental implantation with healing 
of the ulcer is another feature which also has been seen 
after an amnion implant. 

No change was noted in the pulses after placental 
implantation, but this will probably be seen in due course. 
Pulse changes, when they take place, generally occur two 
to three months after implantation of amnion. Let it be 
said that it is a well-known fact that peripheral pulses can 
often be felt on one day, but not on the next, so variability 
does occur. That only two out of 28 showed oscillometric 
increase could be so, but | venture to say that, given longer 
time, this also would change. 

Incidentally, in following up results of amnion imp!anta- 
tion on a long-term basis by other surgeons than myself the 
results have been very favourable if the operation is done 
for the right group, so perhaps grouping is also extremely 
important in placental implantation. It would have been 
interesting if the authors had shown bad results after 
placental implantation in cases where gangrene was 
established, because I am of the opinion that this could 
well happen, which, in fact, it sometimes has in cases of 
amnion implantation. 

I have followed placental implantation on_ the 
Continent, and it does appear that the improvements 
are mostly temporary, but there has been no other 
communication in this country other than this article by 
Mr. Falconer and Mr. Gunn. I should like to see more 
work from Mr. Falconer and Mr. Gunn on this subject, 
and feel that there may be a common denominator 
between their results and my own. Lastly, it is a well- 
established fact that results based on unexplainable 
therapeutical entities are difficult to accept. An 
explanation is always desirable, but not essential. Surely 
it is an important factor to realize that if the patient 
benefits the treatment is worth while.—I am, etc., 

King George Hospital, E. TROENSEGAARD-HANSEN. 
Ilford, Essex. 
apparently 
I-IV 


Group | 
their Groups 


ir. Falconer and Mr. Gunn’s 
compares with my Group Il, and 
compare with my Group III.—E. T.-H. 


Enzyme Treatment for Gravitational Ulcer 

Sir,—Gravitational chronic ulcers of the Ieg present 
a never-ending problem to the general practitioner. | 
should like to record my experience of a case which 
appears to have almost revolutionalized their treatment. 

The patient, a male aged 33 years, had an abdominal 
operation in Hong Kong in 1954 which resulted in a venous 
thrombosis of his left leg. As a result of a minor injury 
to his leg the following year, he developed an ulcer on the 
antero-medial aspect of the lower leg at the junction of the 
middle and lower third. Since that time he has been 
treated by various well-known and accepted methods, both 
in and out of hospital, which have succeeded in producing 
only a temporary and partial healing. Indeed, the problem 
was such that, in 1956, the question of amputation was 
considered. However, fortunately the patient declined this 
suggestion, and the ulcer remained static but not 
completely healed for the following two years. 

In view of his dread of being sent to hospital, he was not 
seen until June, 1959, and doubtless would not have again 
asked for medical advice had the lesion not been so very 
painful. At that time the ulcer had extended to a length of 
2} in. (7 cm.); whilst at its widest point it measured 2 in. 
(5.1 cm.), its depth was approximately }$ in. (1.3 cm.). In 
view of his domestic commitments he was unwilling to go 
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to bed and rest Therefore he was treated with non- 
idhesive dressings and “ elastoplast These were changed 
ipproximately every four weeks. By the end of August it 
was evident that, although the ulcer had slightly decreased 
its depth was a large 
slough 


increased ilso there was 


whole 


in rea 
black foul-smelling covering the area; in 
ct it was becoming gangrenous 

He was finally induced to rest in bed. A local application 
of “ varidase”™ in carboxymethylcellulose jelly was applied 
to the ulcer, and the whole was covered by a non-adhesive 
ind gauze and bound up with ordinary bandages 
sing was changed in 24 hours, and a similar dressing 
ipplied for a further day. When this was removed 
to have liquefied and to be 


then 


ia 


dressing 
The dre 
was re 
seen 


the black slough was 


draining well Non-adhesive dressings only were 

ipplied for 14 days and changed every third day. A small 
portion of adherent slough was treated with the varidase 
elly after the fourteenth day—for one day—and non- 


idhesive dressings alone were then reapplied and changed 
weekly The responded very rapidly, and after an 
nterval of only five weeks from the first application of 


iridase jelly it was completely healed 


ulcer 


epithelium is extremely sound, and the 
patient is more than thankful to be rid of this lesion 
which has caused him so much trouble 


The new 


1 should like to take this opportunity of thanking Mr 
H. Evers, M.P.S., who has been most helpful to me in 
obtaining supplies of varidase, carboxymethylcellulose jelly 
ind non-adhesive dressings 


I am, etc 


Swansea. JouNn A. BOWLES 


Treatment of Pilonidal Sinus 


Sir,—The correspondence aroused by Mr. A. J. H 
Rains’s paper “Treatment of Pilonidal Sinus by 
Excision and Primary Closure” (Journal, August 15, 
p. 171) shows once again that this is still a controversial 
subject. Indeed, of the large number of papers devoted 
to this condition which have appeared in the past 20 
years (I am able to trace over 250), those dealing mainly 
with treatment constitute the majority. A _ notable 
feature, also reflected by the present correspondence, is 
the diversity of the results obtained by ostensibly similar 
In the light of a recent personal study of 38 
like to offer two further 


methods 


cases, I should one ofr 
comments 
Closure.-Reported results 


failure in recurrent cases 


Excision and Primary vary 
om 94.5 In 
nv own series, 29 patients were treated in this way rhree 
all recurrent cases. broke down within a few weeks 


month 


success’ to 100° a 


f these, 
At long-term follow-up (five years to one 
operatively) 19 of the remaining 26 were seen and all were 
still fully healed. No late recurrences are known among the 
defaulters This seems to indicate 100 success 
the non-recurrent cases selected for this form of 
treatment. Success depends on the avoidance of infection, 
dead-space formation, haematoma, exudation of serum, and, 


post 


seven 
among 


later, hair intrusion. Selection of cases is important and 
lesions ; grafting is for very large ones and recurrences 
rr new lesions with distant secondary openings, in which 


complete excision would entail a defect more than 5 cm. in 
width The combination of extreme obesity, hairiness, 
defective cleanliness, and chronic excoriation of the adjacent 
ilso appeared to contribute substantially to one of the 
three early recurrences and should be regarded as a contra 
indication to primary closure. Dead-space elimination and 
kin eversion are provided by Oldham’s method of suturing,’ 
idvocated by Mr. D. Lang Stevenson (Journal, September 
12, p. 430). Buried diathermy 
coagulation are unnecessary and are best avoided. Oldham 
four or five times 


skin 


sutures or ligatures and 
reports using a fine catgut ligature only 
n around 100 operations, and none was used in any of my 
of hot packs for five minutes 


cases The application 
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suffices. After discharge from hospital, all my patients are 
instructed to scrub the scar-line daily with a soft scrubbing- 
brush. Most have co-operated, and I believe that the 
absence of late recurrences is largely due to this measure. 
Scrubbing toughens and cleanses the skin and brushes out 
the matted wisps of converging stiff hairs (which 
indoubtedly cause many late recurrences) into a loose fluff 

Excision and Immediate Thiersch Grafting.—This method, 
recommended by Mr. P. G. Collins (Journal, September 12, 
p. 430) and Mr. Eric Vernon (Journal, October 3, p. 633), 
succeeded in one personal case after both granulation and 
re-excision with primary closure had failed. In recurrences 
and cases requiring wide excision, it is the method of choice 
ind should give a wide, shelving, mobile, hairless, fully 
healed scar within 14 days of the operation. 


Open Wound Care.—This is prolonged, tiresome, and 
uncertain. Bridging and hair intrusion often lead to failure. 
The method of “marsupialization™ favoured by Mr. 
Collins and Mr. Robin Burkitt (Journal, September 26, 


p. 579), though redescribed by Buie,* was used by Anderson 
in 1847,° and can hardly be regarded to-day as a recent 
advance. The possibility of first-intention healing, either by 
primary closure or immediate grafting, renders it totally 
obsolete. 
Scrubbing.—Scrubbing 
advised in five of my 
lesions, and four were females 
hairless skin and comedo-like primary openings. 
have attended for follow-up and are symptom-free. 
the primary opening can no longer be detected. 


alone was the only treatment 
The patients had minimal 
with macroscopically 
These 
In one, 


cases 


I believe that, if the correct choice is made between 
scrubbing alone, excision, and primary closure accord- 
ing to the principles outlined above, and excision with 
immediate grafting, the results should approach 100° 
Excision and primary closure is suitable to the 


success. 
majority of cases. Scrubbing alone is for very small 
lesions ; grafting is for very large ones and recurrences. 


Scrubbing should be advised routinely after discharge in 
all cases treated by primary closure and should be 
continued indefinitely. 


I should like to acknowledge the kindness of Mr. R. W. 
Doyle and Mr. J. A. Martinez for allowing me full freedom 
in the treatment of all their cases of pilonidal sinus. These 
constitute the 38 patients reported above 


I am, ete., 
ROGER BREARLEY. 


Istituto di Patologia Chirurgica, 
Padova, Italy 
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The Wolfenden Report 

Sir,—Dr. C. G. Learoyd must be sadly out of touch 
if he really believes (Journal, November 21, p. 1099) that 
the 17-year-old son of a Consett steel-worker would 
think along the lines that he indicates (“ That Sir John 
Wolfenden—you know the chap on the T.V., he says 
these things don’t matter a bit. He says they're not 
crimes”). I very much doubt whether this unfortunate 
lad knew the meaning of the word homosexual. 

Tragic as his suicide was, it is not a good starting- 
point from which to argue the need for legal reform, 
because, as Dr. Learoyd points out, the case may have 
Yet I believe that 
towards young 
Homosexual 


been one of persistent sexual assault. 
it is the present attitude of the law 
offenders which is most in need of reform. 
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behaviour between adolescent boys is so common that 
it cannot reasonably be called abnormal. Such acts 
are usually either a manifestation of a transient 
homosexuality or else they are of an experimental 
nature, and in either case they are of little consequence 
unless blown up by the inevitable story accompanying 
exposure. Yet our legal system lumps boys who behave 
in this way together with criminals, and subjects them 
to the ponderous and unyielding process of the law 
designed to deal with crime 

Dr. Learoyd would not so glibly label Mr. Kenneth 
Walker's question—*“ Do we wait quietly until another boy 
has hanged himself?” (Journal, October 31, p. 883)—as 
ivsterical if he had come across, as I have, a case where a 
15-year-old boy made a serious attempt at suicide following 
iN appearance in court, where he had been charged with 
offences (there was no question of assault) with a number 
yf other youths in the same town. What caused the boy 
to seek to take his own life? It was the profound emotional 
disturbance which followed his experience in court, where 
the details of the offences were revealed with merciless legal 
accuracy in front of both the boy and his parents. One 
does not require a degree in psychiatry to appreciate the 
state of an immature mind following such a_ brutal 
procedure. Lacking the acquired insensitivity and emotional 
reserve of an adult, many boys in such circumstances suffer 
out of all proportion to the wrong they are deemed by law 
to have committed. 





Silence is often mistaken for tacit approval, and | 
sincerely urge all doctors to consider afresh whether the 
continued toleration of this state of affairs is compatible 
with the humanitarian principles of the profession 
I am, etc., 

Isle of Wight M. B. REDDINGTON 


Inoculation Clinics 

Sir, —The tetter of Drs. C. G. Windsor and R. M. 
Emrys-Roberts (Journal, November 21, p. 1095), 
proposing the universal setting-up of inoculation clinics, 
staffed by non-medical “ part-time helpers,” under 
supervision of the public-health authorities, is nigh on 
heresy. Would any medical man feel happy to have 
his child treated at such a clinic ? If an adverse reaction 
to the injected material were to develop, who would 
treat it? If a death from anaphylaxis occurred, would 
the “ helper ” have shoulders broad enough to bear the 
burden, and who would issue the medical certificate 
of the cause of death ? 

It is surprising to read a proposal for the surrender 
of the right and duty to treat one’s own patients, 
particularly in the important field of prophylaxis, with 
the concomitant loss of the knowledge of what 
inoculations they have had. Perhaps the next suggestion 
we shall read in your pages will be that we should in 
future only examine our patients and then send them 
for treatment to clinics to be set up by the public-health 
i:uthorities (staff to be part-time clerks). No, Sir, we do 
not want to have any more of our work dissected off 
from us.—I am, etc., 

k S. Ua CONCHUBHAIR. 


Gaillimh ire 


B.C.G. Vaccination 


Sir,—I believe that I was the only one to criticize 
in your columns (Journal, November 10, 1956, p. 114) 
the first report of the Tuberculosis Vaccines Clinical 
Trials Committee of the Medical Research Council.’ 
It is fair, therefore, to acknowledge that the second 
report of the Committee® establishes a protective effect 
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of vaccination beyond any reasonable doubt, but it is 
still necessary to define exactly the place of B.C.G. in 
preventing tuberculosis 


Although the incidence of tuberculosis in the vaccinated 
was lower than in the tuberculin-negative unvaccinated 
participants in the trial, it was low even in the latter 
group. Most of the lesions were pleural effusions or 
pulmonary infiltrations without cavities, and there was only 
one death from tuberculosis. Admittedly the person who 
died had not been vaccinated, but in the 5-year period 
amongst the 56,700 participants there were 70 deaths from 
other diseases, of which 22 were from malignant disease, 
and there must be few parents who realize that thei 
children, before they reach adult age, have a much greater 
chance of dying of cancer than of tuberculosis. The figures 
in the report demonstrate that, between 1950 and 1955 in 
England, the risk of serious tuberculosis without vaccination 
was Slight and the risk of death negligible. This revolu- 
tionary change in the behaviour of tuberculosis in adolescents 
has been seen only within the past 10 years, and it has 
occurred quite impartially throughout the world wherever 
the effective treatment of tuberculosis has been possible, 
with or without mass B.C.G. vaccination. 

The report states that in 1958 in England and Wales there 
were 5,915 new cases in the age group 15-24 years. But 
in 1956, the latest year for which I can find figures, although 
there were 7,867 new cases in the age group 15-24 years. 
there were 23,483 in persons over the age of 24, and of 
these 11,277 were in persons over the age of 45. The tuber- 
culosis death rate in England and Wales in 1956 was 12 
per 100,000, but the death rate from pulmonary tuberculosis 
alone varied between 12.8 and 52.6 per 100,000 in men of 
the 40-64 age group. It is important to emphasize, there- 
fore, that morbidity and mortality from tuberculosis are 
now largely confined to middle and late adult life and 
particularly to men. There is no reason why the vaccination 
of adolescents should lighten our principal burden of 
tuberculosis. 

The report also states that, because the proportion of 
tuberculin-negative adolescents in Britain is rising, the 
number to whom vaccination can be offered will rise, and 
this is true. But a rising proportion of negative reactors 
indicates a diminishing risk of infection and a falling 
incidence of disease. Consequently, the more widely 
vaccination can be applied, the less tuberculosis it will 
prevent. In many parts of the United States morbidity 
from tuberculosis is so low that no appreciable advantage 
could be expected from mass vaccination. It is likely that 
the same position will be reached in the United Kingdom 
within the next 5 years, and already in Northern Ireland 
the routine vaccination of newly born infants has been 
abandoned. 

Conversely the value of vaccination is equally limited in 
countries where tuberculosis is widespread. Dr. K. S. 
Ranganathan and Dr. K. S. Sanjivi (Journal, September 19. 
p. 500) are naturally concerned about the prevention of 
tuberculosis in India, but they say that nearly 75 of 
Indian children are positive to 5 T.U. by the time they 
are 15 years old. Allowing for at least another 15°, who 
would react to 10 or 100 T.U., it follows that only about 
10 of these young people can hope to benefit from 
vaccination. The damage has already been done in the 
remaining 90° amongst whom the great majority of cases 
will certainly arise. I have not the slightest doubt that, if 
the cases of tuberculosis in India could be counted, it would 
be found that, however serious tuberculosis was in children 
and adolescents, it was far more serious in their elders. 
B.C.G. can only nibble at the edge of this huge problem. 
It is tragically unfortunate that in countries like India B.C.G 
has been accepted almost as an inexpensive alternative to 
the treatment of infectious cases. It has not been realized 
that infection must be controlled before a_ significant 
proportion of the population can become eligible for 
vaccination. 

All this is not a criticism of B.C.G. vaccination; it is 
merely a realistic appreciation of the complex behaviour 
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of tuberculosis in the light of which the findings of the 
Medical Research Council can be compared to the treatment 
of tuberculosis before the anti-tuberculous drugs were 
discovered. Artificial pneumothorax and_ thoracoplasty 
saved many lives, but the active treatment of tuberculosis 
never noticeably affected the death rate in those days because 
patients had to be carefully selected for collapse treatment, 
ind it could not be given to those whose lives were in 
greatest danger. When specific treatment which could be 
applied to all cases became known, the effect on the death 
rate was immediate and decisive. 


B.C.G. vaccination, therefore, howcyer 
may be to selected individuals who are in great danger 
of infection, is unlikely ever to have any measurable 
effect on tuberculosis as a whole. What is needed is a 
vaccine which would raise resistance to disease without 
producing a positive tuberculin reaction, and which 
could be given universally, regardless of previous 
infection. It is to this end that our inquiries should 
be directed, and it is possible that the next generation 
of medical scientists will condemn our use of B.C.G., 
not because it was ineffective, but because, by ignoring 
failed to apply ourselves to the 


valuable it 


its limitations, we 


discovery of a more useful inoculation against 
tuberculosis.—I am, etc., 

Drumglass Hospital, . 
Dungannon, Co. Tyrone E. F. JAMEs. 
REFERENCES 
M.R.C. Tuberculosis Vaccines Clinical Trials Committee, Bris 
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Nails in Disease 

Sir,—lIt was very interesting to read your annotation 
on finger-nails (Journal, October 31, p. 876). May I 
add a small personal observation on this topic? Even 
imong healthy, non-anaemic girls and women, splitting 
and cracking of the finger-nails is far commoner than 
it is among men. I wonder if there is a genuine sex 
difference, or whether it is merely a result of women 
having longer finger-nails.—I am, etc., 


Brooklyn Hospital 


New York 20, | MUNDL AK 


JUDITH 
Herpes Zoster and Paralytic Ileus 

Sir,—If Dr. Hugh Cane (Journal, October 31, p. 887) 
and Dr. E. R. Bickerstaff (Journal, November 14, 
p. 1019) will refer to a paper published by me in the 
Journal (1957, 1, 678) under the title “ Visceral Lesions 
in Herpes Zoster,” they will find the problem of gastro- 
intestinal and other disturbances in herpes 
zoster discussed at some length.—I am, etc., 
R. WyBURN-MASON 


visceral 


London, W.1 


Heredity in Breast Cancer 

Sirn,—In your leading article on heredity in breast 
cancer (Journal, October 10, p. 683) the writer refers 
to an inherited tendency of some patients to develop 
disease at certain have seen some striking 
examples of this in practice. However, when the writer 
states that the Bittner virus cannot be very significant 
There is a tendency 


sites I 


in man he is on less sure ground. 
in our thinking to equate microbial disease solely with 
disease which is normally transmissible. I have seen 
many cases of pneumonia in practice ; in no case did the 
disease appear to have been transmitted. Had the smog 
epidemic of 1952 occurred a century ago, it would have 
made strong evidence for the view that the disease was 
due to miasmas and not micro-organisms 
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In cancer we are concerned not merely with tumour 
formation but with disease, which has been described 
aS a conditioned reaction to the environment. Although 
we call the smog and the micro-organism “ causes ” of 
pneumonia, the role of the living and non-living agents 
is widely different. 

In 1934 Lockhart-Mummery, one of the prime 
sponsors of the somatic mutation theory, referred to 
the total failure to produce virus cancer in mammals 
and said logically enough, of the virus theory, that at 
best it was not yet dead. Next year came Bittner’s 
‘ staggering * discovery, as Berenblum graphically puts 
it. It is curious that so little stir seems to have been 
made by the leukaemia vaccine described in the Journal 
last year (1958, 2, 158). For ali his immense genius 
Virchow, owing to his preoccupation with cells, failed 
to realize that tuberculosis is a single disease. If cancer 
is also a single disease, and the degree of clinical and 
pathological unity that exists between its different forms 
strongly suggests that it is, the leukaemia vaccine may 
be the writing on the wall.—I am, etc., 

Weybridge, Surrey A. Foxe. 
Consciousness during Surgical Operations 

The consequences of light levels of anaesthesia 


Sir, 
(Journal, October 24, p. 810) are not necessarily 
harmful. A few weeks ago, during a caesarean section 


for which the mother had a general anaesthetic— 
thiopentone, suxamethonium chloride, intubation, 
nitrous oxide, oxygen, tubocurarine, and pethidine—I 
encountered an unusually long umbilical cord. The 
following day the patient said: “ I remember you saying 
something during my operation.” I asked her what it 
was, and she replied: “ You said, ‘ My God, what a long 
cord.’ And I had. But she had no complaint of pain, 
and if she was awake so was her baby, because he cried 
The cord measured 84 cm.—I am, etc., 


E. A. J. ALMENT 


instantly. 


St. Bartholomew's Hospital, 
Lond nn, 7 


Training for Psychotherapy 

Sir,—In your issue of November 7 (p. 945) Dr. W. 
Mayer-Gross is reported as saying at the B.M.A. Annual 
Clinical Meeting in Norwich that he “doubted if the 
shorter period of training advocated by Balint at the 
Tavistock Clinic were sufficient ""—if compared with 
proper psycho-analytic training—‘‘to give the back- 
ground of knowledge necessary to make treatment 
adequate.” [am practically certain that this comparison 
was not in the original address and it was created merely 
by the condensation necessary in a short report. 

[he training scheme for general practitioners at the 
Tavistock Clinic was never intended to, and in fact 
cannot, be a substitute for psycho-analytic training. Its 
aim is to enable general practitioners to recognize and 
understand the effects of emotional problems on their 
patients and, instead of wholesale reassurance and soul- 
less prescription of sedatives and tonics, do something 
towards a rational therapy of these problems.—I am, 
etc., 

London, N.W.1 MICHAEL BALINT. 


Press Publicity 
Sir,—At the head of your correspondence column 
you state that, because of heavy pressure on your space, 
correspondents are asked to keep their letters short ; 
presumably another reason is relative importance of 
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subject-matter, so I shall keep these observations few on 
Mr. J. Prince’s letter (Journal, November 21, p. 1102). 
The first paragraph sharply exposes the difference 
between  self-justifying observations by one lay 
correspondent and objective observation by one medical 
correspondent. In the second paragraph you are given 
a reason for complying with the obvious. In the third 
you are given a layman’s opinion on a surgeon’s patient. 
I am, etc., 
mn. ©. Fes. 


Rugby 


Mixed Up 

Sir,—Mr. Frank Stabler, when he condemns (Journal, 
November 14, p. 1025) the use of the word “ pre-mixed,” 
is confusing the “first” sense of “ pre- °—something 
happening in advance, “ predict,” “ pre-treatment ”- 
with the second—before something happened, “ pre- 
war,” “ pre-registration.” Dr. John Bullough (Journal, 
October 31, p. 859) wants to contrast the effect of two 
drugs given in a single dose with the effect of the same 
drugs given separately: unless he writes “ pre-mixed ” 
it may not at all times be clear to which series he refers. 
To cite Mr. Stabler’s illustration, “ pre-cast *’ obviously 
means “cast before being brought to the site” in 
contrast to the older procedure of casting concrete 
in situ. But I would plead for the hyphen when “ pre- ” 
is used with non-Latin words. (The Concise Oxford 
Dictionary even spells “ pre-prandial ” ; “ presynaptic ” 
for “prosynaptic” (xposvvértw) is, of course, mere 
carelessness.)}—I am, etc., 


Cambridge E. WATSON WILLIAMS. 


Qualification in Medicine 


Sir, —A few years ago I wrote to the American 
Hospital in Paris seeking an appointment there, and 
was surprised to receive the reply that only “ medically 
qualified * candidates could be considered. Later, I 
learned from a colleague from Tennessee that my M.B., 
B.S. would convey to an American the impression of 
a qualification in music and science rather than in 
medicine and surgery.—I am, etc., 


ELISABETH J. RASHID. 


-Ep., B.M.J. 


This correspondence is now closed. 


POINTS FROM LETTERS 


Treatment of Migraine 


THomas (Chigwell, Essex) writes: 
Dr. E. F. Chapman’s observations on the treatment of 
migraine (Journal, November 21, p. 1098) interest me 
profoundly, and so I feel that the term “ minor complaint ” 
is inadequate to say the least... . There is a tendency 
now to suggest that migraine is such a minor malady that 
sufferers would not have it if they had enough to do. The 
truth is that a severe attack may be fought for a certain 
time only and then the patient must lie down in a darkened 
room whilst treatment takes effect 


Dr. CONSTANCE P. fF 


Tongue-tie 

Dr. G. L. McCuttocn (March, Cambs.) writes: At birth 
the tongue is tidily enclosed by the gingival margins, and 
can only be protruded a very short distance beyond them, 
since its tip is attached to the anterior edge of the fraenum 
[he tongue grows in length at a greater rate than the 


fraenum, which it leaves behind I always assure the 


inxious mother that her child, when the time comes, will 
put out its tongue as far and as often as other older children 
The rate of growth varies and is unpredictable. 
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Obituary 
J. E. G. McGIBBON, O.B.E., M.B., B.S., D.L.O 
Mr. J. E. G. McGibbon, honorary consultant aurist 


and laryngologist to the United Liverpool Hospitals, 
died on October 25. He was 66 years of age 


John Edward George McGibbon was born on January 
18, 1893, the son of Dr. John McGibbon, of Edinburgh. 
Educated at Liverpool College and at Liverpool University. 
he graduated M.B., B.S. from London University in 1917. 
Ten years later he took the D.L.O. of the English Royal 
Colleges. After graduation he served in the Royal Navy as 
a temporary surgeon lieutenant for the remainder of the 
first world war. Demobilized in 1919, he then entered 
consulting and hospital practice in Liverpool. From that 
time onward he gave his specialist services to the St. Helens 
Hospital, the Bootle General Hospital, and the Providence 
Hospital, St. Helens. the latter an independent hospital 
outside the National Health Service, and he attended the 
St. Helens school clinic over a long period. In Liverpool 
itself he was associated for many years with the Royal 
Southern Hospital, the Eye and Ear Infirmary, the Alder 
Hey Children’s Hospital, the Fazakerley Hospital, and the 
old Smithdown Road Infirmary. He entered the Auxiliary 
Air Force as a flying officer in 1939 and served in the 
second world war until after the end of hostilities in Europe. 
attaining the rank of squadron leader. For his war services 
he was appointed O.B.E. in the 1944 New Year Honours. 

When the British Medical Association held its Annual 
Meeting at Liverpool in 1950 he served as a vice-president 
of the Section of Oto-Rhino-Laryngology, and he was a 
member of the Otolaryngologists Group Committee from 
1948 to 1955. He leaves a widow and a married daughter, 
to whom we extend our sympathy. 

H. V. F. writes: It would not surprise his colleagues to 
hear that John McGibbon had died within a few hours of 
his last work, because work appeared to fill his life. In 
thinking of his humanity and kindness one’s thoughts turn 
to his many professional activities which centred around 
what is now the United Liverpool Hospitals. The depart- 
ment of laryngology of the Royal Southern Hospital had 
been virtually extinguished to join others similarly displaced 
at what used to be the Liverpool Eye and Ear Infirmary. 
where he had already worked for many years: but he was 
pleased after his retirement that the Royal Southern had 
been named when offering him the title of honorary con- 
sultant to the United Hospitals. It was there, in 
co-operation with Dr. E. T. Baker-Bates, that he became 
specially interested in diagnostic bronchoscopy, and, as is 
well known, a contribution from him on this subject is to 
be found in the comprehensive textbook edited by Mr 
W. G. Scott-Brown. His services in this field were in 
demand by the Liverpool Corporation and, later, by the 
Regional Hospital Board at Fazakerley Sanatorium. He 
succeeded in due time to the lectureship in the department 
of laryngology in Liverpool University, and as a teacher of 
nurses in the Royal Southern Hospital his kindness to the 
younger trainees was much appreciated. 

Material sacrifice and hazards are the commonplace of 
war, but John McGibbon had served in two wars and in all 
three Services. He is remembered early in 1914 on parade 
in the ranks of the university section of a field ambulance, 
but these volunteers were soon ordered back to complete 
their medical later he was commissioned a 
temporary surgeon in the Royal Navy. In the second 
world war he volunteered again, but this time in the R.A.F. 
He was placed in medical charge of personnel serving the 
balloon barrage over Liverpool, but his special knowledge 
was soon applied to investigate such problems in aviation 
medicine as otitic baratrauma. His contributions to this 
subject have been published jointly with those of Air Vice 
Marshal E. D. Dalziel Dickson and other members of the 
team in Aviation Oto-Laryngology. 


studies, and 
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DOROTHEA WALPOLE, M.B., ChB 


Dr. Dorothea Walpole, who was in general practice in 
Edinburgh for many years, died suddenly in that city on 
November 16. She was 

A colleague writes Dorothea Elizabeth Walpole 
born in Auckland, New Zealand, on February 20, 1887, the 
daughter of the Rev. G. H. S. Walpole, a clergyman of the 


years of age 


was 


Church of England, and his wife, Mildred, daughter of 
D A. H. Barham, of Truro Her early years were spent 
in New Zealand and New York until, when she was 10, the 
family removed to Durham, where she attended the high 
school. The years from 1904 to 1910 were spent in London 


in Lambeth, at school at Oakhill House, Hampstead, and 
later at the Slade School. In 1910 her father became Bishop 
of Edinburgh, and she came to the city which was to be her 


home for the rest of her life She began the study of 


medicine ther later in life than was usual She was a 
remendously keen student and was president of the 
Women’s Unior She was 38 when she graduated in 1925 
After a period as antenatal house-physician in the old 
Edinburgh Royal Maternity and Simpson Memorial 
Hospital. she took over the practice of Dr. Isobel Venters 
who had herself succeeded Dr. Sophia Jex-Blake, one of 
the f medical women The practice increased rapidly, 
ind Dr. Walpole settled in Corstorphine, and practised from 
ther nd from her partner's house in Chester Street for over 
0 ve The years of the second world war took thet 
toll, howeve She left Corstorphine and retired from 
National Health Service practice in 1951, after a serious 
illness. but continued to do a limited amount of private 
practic nd to act as medical inspector to St. George's 
High Schox for Girls 

Dorothea W LIPO ilways looked fresh ind charming 
She had a warm and friendly personality, a beautiful voice, 
nd great natural dignity She was a very good doctor ind 
took endless trouble to help her patients, who were devoted 
to her. She was available to them at all times with help and 


idvances in medical wurk even 
hospital, and 


many of whom were 


comfort. She kept up with 


following her patients 


if cent years into 
speci alists, 
took her 


member of the 


meeting consultants and 


friends She 


share of 


panel 


committec 


her pe onal medical 
committce tor 
nany years, and later of the local medical ind the 
She served on the B.M.A. Committee on 
Abortion from 1934 to 1936. She 
Medical Women’s Fede 
helped to 


political work as a 
*xecutive council 
the Medical Aspects of 
valued member of the 


British Medical 


was a ition 


ind of the Association, and 


entertain Canadian guests at the B.M.A.-C.M.A. Meeting 
in July this year Her semi-retirement gave her more 
leisure for other interests and many charities, public and 


Only two weeks before her death, in her capacity 
radio for the Scottish 
and her Child Her 
faith was the founda 
tion of her life, and she was a deeply religious woman. She 
vas churchwarden and represented her church on the 
Representative Church Council. She was a talented artist, 
1 connoisseur of pictures, and she loved music. A cat-lover, 
was known and feared by her friends 
brother, the late 
spent many 


private 
ippealed on the 
Unmarried Mother 
ind varied. Her 


is chairman, she 
Council for the 


nterests were wide 


her Siamese, “ Impi,” 
She loved the Lakeland country, where her 
Sir Hugh Walpole, made his home, and she 
happy holidays there. But her greatest gift was for friend 
ship, and it is for this that her friends in all walks of life 
will miss her most. She was a wonderful person. There 
in never be anybody quite like her 


RANKING, M.D., M.R.C.P 

Dr. J. M. Ranking. consultant in general medicine at 
the Kent and Sussex Hospital, Tunbridge Wells, died 
suddenly at his home at Tunbridge Wells on November 
9. He was 49 years of age 


J. M 


From 
College, 


John Maurice Ranking was born on July 3, 1910 
Cheltenham College he entered Pembroke 


OBITUARY 


BriTIsH 
MeEDiIcaL JOURNAL 


Cambridge, where he took his B.A. in the Natural Sciences 
Iripos in 1932. Completing his medical training at St. 


Thomas's Hospital, he qualified by taking the London 
Conjoint diploma in 1936. In the following year he 
obtained the degrees of M.B., B.Chir., and in 1938 was 


idmitted a Member of the Royal College of Physicians of 
London. He proceeded to the M.D. in 1950. After qualifi- 
held a number of house appointments at St 
Thomas's Hospital, and for a time was house-physician at 
the Hospital for Sick Children, Great Ormond Street. 
During the second werld war he medical 


cation he 


served as a 


specialist in the R.A.M.¢ with the rank of temporary 
major At the tmme of his death he was a consultant 
in general medicine at the Kent and Sussex Hospital, 


Tunbridge Wells, an appointment which he had held since 


the start of the National Health Service, and before, as 
hono consultant In addition to this distinguished 
record, he had a claim to more than local fame in his 
outstanding rowing record In his school days he was 


boat, and, at Cambridge, cox of 
boat in 1931 and 1932; in this 
latter year he also went to America as cox of the British 
Olympic eight at Los Angeles, and was cox of the 
crew which won the grand challenge cup at Henley 
All his life he continued to take great interest in rowing, 
ind he was a member of the Leander rowing club till his 
death. In 1946 he married Miss Patricia McLeod. It is a 
pleasure to record that he found his personal 
happiness in this most successful union, 

It is still difficult to realize that one so young in spirit 
ind in years has already departed from among us. Dr 
Ranking’s unexpected death, when he appeared to be in 
rood heulth and in the fullness of his powers, was a very 
rreat shock to his numerous friends and patients. He had the 
gift of friendship in the highest degree, a serenity of mind, 

f which were 
unmistakable. These were qualities which distinguished his 
father, the late Dr. R. M. Ranking, whom I knew well and 
remember with affection and admiration for his help 
nent, and sound advice when | went to Tunbridge 
Wells 33 years ago, and grandfather, Dr. J. EF 
Ranking. who practised for Tunbridge Wells, 
ind whose memory is kept alive by legendary tales of his 
skill and forceful personality. Dr. John M. Ranking, their 
successor, will be mourned by his friends and 
colleagues, and by a multitude of patients who have cause 
to be grateful for his skill, sympathy, and thoroughness. |! 
had known and loved him for over 30 years, and would like 
to express for myself and all his friends our deep sympathy 
with his widow in her tragic loss.—P. L. R 


Cheltenham 


cox of the 


the winning university 


greatest 


ind a sincerity and honesty of character 


encourage! 
also his 
many years in 


worthy 


K. M. BYKOV, M.D 


Dr. K. M. Bykov, a celebrated Russian physiologist, 
died in Leningrad on May 13 at the age of 73. 


Mr. A. DicKSON WriGHT writes: Dr. Bykov was one for 
whom there was great affection in this country. He was a 
quiet, kindly man, who had made a great name as a 


physiologist, starting with his association with Pavlov from 
1912 onwards. His physiological work was of the highest 
order and of a special interest, since it concerned the 
physiological background of psychosomatic disease. His 
textbook on physiology was translated into English and 12 
other languages. He was a great admirer of William 
Harvey, and if 1924 he translated De Motu Cordis into 
Russian To’this book Pavlov contributed a foreword in 
which“he reveals his great regard for the work and genius 
off Harvey and for the scientific creative work of the 
English 

During the Harvey Tercentenary Congress, to which he 
was a Russian. representative, Bykov presented the 
Harveian Socicty with a copy of his translation of Harvey, 
worded address from the Russian 
Academy of Medicine. Those who met him during the 
Congress will hear with sorrow of his passing. I shall 
always remember the sorrow he showed when he saw the 


and a very courteously 
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neglect of Harvey’s place of burial, and he made a contribu- 
tion towards the rehabilitation of the church at Hempstead. 
This was the solitary one from Russia, but one which will 
enable the land of Pavlov to be included in the plaques in 
the doorway of the church where almost every country in 
the world will have a plaque, as having contributed to the 
restoration. 

Bykov’s knowledge of Latin was such that, with no know- 
ledge of English, he was able to converse with othe 
Harveians, like Chauvois and Franklin, who had translated 
the De Motu, so that Latin became the lingua franca of the 
Tercentenary Congress. 


ALEXA EVANS, M.R.C.S., L.R.C.P. 


Dr. Alexa Evans, who was in general practice in South- 
east London, died on October 16. She was 41 years 
of age. 

Alexa Mitchell was born on April 14, 1918, and came of 
a medical family. She received her professional training 
at the London School of Medicine for Women, qualifying 
M.R.C.S., L.R.C.P. in 1942. After qualification she held 
house appointments at the Homoeopathic Hospital and at 
St. Bartholomew's Hospital, Rochester, before entering the 
R.A.M.C. in 1944. Returning to civilian life in 1947, she 
then joined her brothers, Dr. C. and Dr. W. J. Mitchell, in 
practice. Her husband, Dr. J. C. Evans, is also a general 
practitioner. 

L. 1. N. writes : Alexa Mitchell's death at the untimely age 
of 41 is a great loss to her family and to her professional 
Although she became a 


colleagues in South-east London 
medical 


mother four times, she continued her career as a 
practitioner, and also took a full part in the medico-social 
life of the area. In her were found all the rare ingredients 
for successful practice and a very happy married life. Her 
wider interests included the piano. A direct descendant of 
Grieg, she was an above-average exponent of his works 
She loved to travel, and had embarked on a journey to 
Spain this year, fully aware that it would be her last. She 
enjoyed her work, she enjoyed life, and those of us ‘who 
had the pleasure of knowing her enjoyed her company. 
There will be many who will miss her 


R. H. WILSHAW, M.D., M.R.C.P., D.P.H. 


Dr. R. H. Wilshaw, who was medical officer of health 
for Worthing for many years, died suddenly at his home 
there on October 28. He was 86 years of age. 

Robert Heywood Wilshaw was born on February 18, 
1873, and was educated at Owens College, Manchester, 
graduating M.B., Ch.B. from the Victoria University of 
Manchester in 1896, While at Owens College he was 
prosector and assistant demonstrator in anatomy. He 
settled in practice at Southport in 1897, and in the following 
year was appointed deputy medical officer of health, later 
becoming also physician to Kenworthy’s hydro. He took 
the Manchester D.P.H. in 1901. He left Southport in 
1908 to become medical officer of health for Worthing, an 
appointment he was to hold for the next thirty years, during 
which time he was to see a great expansion of the borough. 
He proceeded to the London M.D. in 1916, having obtained 
the M.B., B.S. degrees six years earlier, and he was elected 
a Member of the Royal College of Physicians of London 
in 1920. He relinquished the Worthing appointment in 
1938 on reaching the age limit for the post, but within a 
few months was back in harness again as temporary medical 
officer of health for the Chanctonbury and Worthing rural 
districts and the Liitlehampton urban district. Inactivity 
was an anathema to him, and he said, at the time he retired 
from the position of medical officer of health for Worthing, 
that “to retire and do nothing would be tantamount to 
committing suicide.” His was an energetic disposition, 


demanding an occupation, but nothing ever flustered him or 
disturbed the even tenor of his way. 


A member of the 
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British Medical Association for fifty-five years, he was very 
active in its affairs. He was chairman of the West Sussex 
Division from 1940 to 1944 and honorary secretary of the 
Division from 1945 to 1951 (when in his seventies); and he 
was honorary secretary of the Sussex Branch from 1942 
to 1952 and president of the Branch—at the age of 80 
in 1953-4. Mrs. Wilshaw predeceased him two years ago, 
but he and she had the satisfaction of celebrating the 
diamond anniversary of their wedding at Christmas in 1956. 
He is survived by a daughter and a son. 

A colleague writes: Dr. R. H. Wilshaw had a full and 
happy life. Until recent years his health had been very 
good, but arterial trouble overtook him. First, peripherally, 
denying him the golf he had enjoyed, and, secondly, 
centrally. resulting in three attacks of coronary thrombosis 
and a final seizure which was of the briefest duration, In 
the B.M.A. he held office continuously between the years 
1940 and 1954, sometimes at Branch level, sometimes at 
Divisional level, and sometimes at both levels at once. In 
office he was active and methodical. He strove to attain 
agreement on policy in a community of individualists at a 
time of basic change in the pattern of the medical services 
of the country. He will be remembered with gratitude for 
diligent, long, and loyal service to the Association in his 
irea. 


JOHN MacKENNA, M.B., Ch.B 


Dr. John MacKenna, who was in general practice at St 
Andrews, died suddenly on October 31, at the age of 50. 


John MacKenna was born on February 4, 1909, and was 
educated at Glasgow Academy and at Glasgow University, 
where he graduated M.B., Ch.B. in 1933. After holding 
house appointments at the Glasgow Royal and Western 
infirmaries and the Royal Glasgow Maternity Hospital, he 
spent a short time in general practice in Ayr with his uncle, 
the late Dr. Fergus MacKenna. In 1939 he became a 
partner in a busy practice in the Shettleston district of 
Glasgow, and in the same year was commissioned in the 
R.A.M.C. (T.A.). On the outbreak of war in 1939 he went 
on active service with the 156th (Lowland) field ambulance 
to France. He later saw service with other units in the 
Middle East, Sicily, and Italy. On his release from the 
Army in 1945 he returned to Shettleston. Ill-health began 
to dog his footsteps, and he exchanged the industrial area 
for the east coast holiday resort of St. Andrews in 1948. 
Serious illnesses, however, were his lot, and he died suddenly 
and peacefully in his sleep. 

A. M.W.T. writes: The art of healing reaches its peak 
in the good family doctor, and Jack MacKenna was a very 
good one. One remembers perhaps best of all his gaiety and 
his sense of humour, usually bubbling over and never very 
far from the surface, even in his darkest days. Since St. 
Andrews is a popular holiday resort, there was no shortage 
of visitors at his house and there was always a hearty 
welcome there from Dr. and Mrs. MacKenna. They had a 
happy home, and those who were privileged to visit them 
came away with a sense of the great courage shown by them 
both in the long and burdensome illnesses which he had to 
bear. When a devoted family doctor continues to give of 
his best to his patients in spite of his own infirmities one is 
left with a feeling of humility and thankfulness for a life 
well spent. St. Andrews has lost a faithful servant and a 
Christian gentleman. Deep sympathy goes to his widow, 
who did so much to make his path easier. 


THOMAS GIBSON, M.D., D.P.H. 


Dr. Thomas Gibson, who was medical officer of health 
for Wakefield for over thirty years, died at the Taunton 
and Somerset Hospital on November 3. He was 88 
years of age. 

Thomas Gibson was born at Brechin, Angus, on June 4, 
1871, and was educated at Alloa Academy, where he won 
the dux medal, and at Edinburgh University, where he 
graduated M.B., C.M. in 1895, proceeding to the M.D. five 








1262 Dec. 5, 1959 
the English 
appointment 
Hospital, 
Tranmere, 


1901 he took th D.P.H. of 
Royal Colleges. After graduation he held the 
of junior resident medical officer at the Union 
Firvale, Sheffield, and at the Union 


years late! In 


Infirmary, 


Birkenhead He was assistant medical superintendent of 
St. Giles’s Infirmary, Camberwell, from 1898 to 1901, and 
then became assistant medical officer of health for the 


borough and port of Southampton and medi.al superin 
tendent of Southampton Fever Hospital. In 1903 he 
ppointed medical officer of health for Wakefield, holding 
the post until he retired in 1936. He gave of his best to 
the city. He inaugurated the school health service and a 
scheme for providing necessitous children with free clothing, 


was 


clogs he designed special houses for tuberculous 
patients, homes that are of to-day; he 
anticipated the disappearance of the fevers he had known 
1ospital that could be converted, 
a general hospital. He became 
beloved men of the city 
reports his anxiety for the 
1939 he came out ol 


ind meals: 
great service 
lever 
time came, into 
best-known and most 
In every one of his annual 
welfare of the stood out. In 
retirement and served for a short time as an assistant medical 
officer of health at Weymouth and then in a similar post at 
Torquay, where he continued in the active practice of public 
health up to his 8Ist year. He then retired to Somerset 
In his late years he was much afflicted by physical infirmities 
but his cheerfulness remained undaunted and his intelligence 
unimpaired, and he continued to display a keen interest in 
public health, in literature, in natural history, and in 
antiquities, A member of the British Medical Association 
for over sixty years, he was joint honorary secretary of the 
Wakefield, Pontefract, and Castleford Division from 1923 
to 1926 and chairman of the Division from 1926 to 1928 
Up to the end of his life he took the greatest interest in all 
matters connected with the Association, and each week 
studied the British Medical Journal. Dr. Gibson, who had 
been a widower for ten years, leaves two sons, one of whom 
followed his father into medicine, and a daughter 


F. A. writes: The death of Dr. Thomas Gibson has 
removed from the ranks of preventive medicine yet another 
of its pioneers. He was the first whole-time medical office: 
of the city and county borough of Wakefield. When he 
went there in 1903 the practice of public health did not have 
its present scope, and it devolved on him, as on others like 
him, to formulate schemes and set up an administration 
which could enlarge and modify and unfold until a compre 
hensive public health department became established. He 
used to recount how, in his early days, he had to go out 
and discover for himself how best he could deal with the 
environmental conditions existing. At that time the staff 
of the department consisted of himself and a clerk. That 
gives some idea of the advances that have been made, and, 
what is even more important, it implies how much vision, 
dogged persistence, and administrative ability men like Dr 
Gibson had. Public health had no great dramatic appeal 
to the lay mind at that time, and every change, every advance. 
and every effort to blaze a trail had to be laboriously and 
repeatedly proved to the lay mind to be the right thing to 
do before an administrative scheme could proceed. In Dr 
Gibson's first years in Wakefield there was no official school 
medical service, no provision for the notification of births. 
puerperal pyrexia, ophthalmia neonatorum, 
conditions affecting the health of the people 
school medical inspection scheme 
became an official duty of the local 
also instituted child-welfare clinics in those 
early days, and he to relate how, at first, they were 
held in his office in the town hall. The first babies’ welcome 
committee was formed in Wakefield, and it was there that 
that name was given to it. When the time came for him 
to relinquish office he could look back with a deal of 
satisfaction to having established a department as compre 
hensive and efficient as existed in any comparable county 
borough 

Not only was Dr, Gibson an excellent administrator, but 
a remarkable diagnostic 
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intuition. He was perhaps specially interested in tuber- 
culosis, and, although the present revolutionary treatments 
were then unknown, he did remarkably good work, always 
handling the human side with great understanding and 
sympathy In my opinion, he was a quite outstanding 
anaesthetist. Nowadays he would have been regarded, with 
perhaps some indulgence, as a member of the “rag and 
bottle brigade,” for the anaesthetic agents and techniques 
in his day were limited, but it was an education to watch 
him give a pure chloroform anaesthetic 

As a colleague and friend, he had the knack of discarding 
everything relating to his official position, and became 
ilmost boyish in his enjoyment of a few hours of relaxation 
He loved a joke and he knew just how to handle a pawky 
story He was a good listener, a wise understanding 
counsellor, a generous critic, and a patient guide and teacher. 
He knew, more, I think, than anyone else I have known, the 
value of silence on occasion, but he could, if circumstances 
demanded it, let his opinion be known with vigour and 
pungency Dr. Gibson was in the front rank of torch- 
bearers of preventive medicine of a generation ago, and he 
will long be remembered with respect and gratitude by the 
people of Wakefield, not least by those who were closely 
associated with him in the work of the public health 
department 


A. S. MACKIE, M.B., Ch.B. 
Dr. A. S. Mackie, who was in practice at Boscombe, 
Hampshire, for many years, died at Bournemouth on 
November 8. He was 68 years of age. 


Alfred Scott Mackie was born of Scottish parentage on 
October 7, 1891, in Antigua, British West Indies, where his 
father, Dr. A. A. Mackie, was a medical officer in the 
Colonial Medical Service. He was educated at the Antigua 
Grammar School and Aberdeen Grammar School, and 
studied medicine at Aberdeen University, where he 
graduated M.B., Ch.B. in 1915. He then entered the Royal 
Navy as a surgeon lieutenant, and served with the fleet in 
home waters in the first world war. Demobilized in 1919, 
he joined the East African Medical Service and served, 
among other places, at Lamu, in Tanaland province, and 
in the Northern Frontier province of Kenya. He was 
promoted to senior medical officer in 1929 and transferred 
to Mwanza, on Lake Victoria, in Tanganyika, but was forced 
to retire from the service in 1932 because of ill-health. 
After sanatorium treatment he was able to take up his 
work again as an assistant in medical practices at Ivybridge, 
South Devon, Fareham, Hampshire, and, later, in 
Bournemouth, until 1948, when he entered the National 
Health Service as a principal. He worked with the 
ambulance unit at Bournemouth during the second world 
He retired from his practice twelve months ago, 


R.M. writes: Dr. Alfred Scott Mackie practised his 
profession for more than twenty years at Boscombe, 
where he was highly respected and greatly loved for his 
cheerful approach and philosophic attitude to the many 
problems confronting him in medical practice, as well as for 
his kindness and the warmth of his personality. One might 
truly say of “ Mac,” as he was affectionately known to his 
friends, that he was a dedicated man: he placed his duty to 
his patients above all else. He brought to his work a vast 
fund of experience gained in diverse ways: in the first world 
war as a Royal Naval doctor ; in the 1920s, both among the 
nomadic tribes of Kenya’s northern frontier, and the 
preponderantly African populations of the plague-endemic 
areas on the southern and eastern shores of Victoria 
Nyanza, in Tanganyika. As a colleague in the Colonial 
Medical Service in those days, I know the fortitude and 
sense of service that sustained him, despite a breakdown in 
his health, and that subsequently enabled him to give of 
his best to the end. He was a sensitive person of keen 
intellect, whose greatest pursuit was the welfare of his 
fellow men. He will be greatly missed, and our sympathy 
goes out to his widow and to his only son. 


war 
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W. J. MOORE, F.R.F.P.S., F.LC.S. 


Mr. W. J. Moore died at his home in Glasgow on 
November 13, at the age of 74. 


J. F.-H. writes: By the death of Mr. William James 
Moore, Glasgow and the west of Scotland have lost a 
distinguished surgeon and an outstanding personality. He 
was one of the few British surgeons to be honoured with 
the Fellowship of the International College of Surgeons. 
He was born on May 15, 1885, and began his career as a 
veterinary surgeon, but soon turned to medicine. He took 
the Scottish triple qualification in 1911, and later studied 
in London, Paris, and Canada. He was elected a Fellow 
of the Royal Faculty of Physicians and Surgeons 
of Glasgow in 1918, and a Member of the College of 
Physicians and Surgeons of Manitoba in 1924. For some 
years he was a surgeon to the Victoria Infirmary, and an 
assistant surgeon to the Royal Samaritan Hospital, Glasgow. 
He held at one time the appointments of senior assistant 
to the professor of surgery and anatomy in the Anderson 
College of Medicine, and he was an examiner for the 
Scottish Nursing Council. A Commander of the Venerable 
Order of St. John, he was for some years Hospitaller of the 
Priory of Scotland. He was a justice of the peace for the 
city of Glasgow, and a well-known freemason. A man of 
strong opinions, he had the courage of his convictions. He 
lived for his profession, and had few interests outside his 
surgical practice and his research work, and few surgeons 
more charitable work An outstanding 
anatomist, he delighted in coaching students for 
examinations, and many doctors prominent in_ the 
profession to-day have benefited from his ungrudging help. 
He wrote copiously and contributed articles to all the leading 
medical journals. He was an ardent advocate of the electro- 
surgical technique. His wide experience and specialized 
knowledge were always at the disposal of his colleagues, 
who will miss him greatly. 


can have done 


G. S. HUGHES, M.B., F.R.C.S. 


Mr. G. S. Hughes, consulting surgeon to the York 
County Hospital, died on November 24. He was 81 
years of age. 

Gerald Stephen Hughes was born at Maidstone, Kent, on 
February 23, 1878, the youngest son of Mr. Henry Hughes, 
a solicitor. From Maidstone School he went on to study 
medicine at the Middlesex Hospital and at St. Bartholomew’s 
Hospital, qualifying by taking the London Conjoint diploma 
in 1902. In the same year he obtained the London M.B., 
with honours in medicine, and in 1903 he took the B.S. 
He was admitted a Fellow of the Royal College of Surgeons 
of England in 1905. At the Middlesex Hospital he was 
assistant demonstrator in anatomy, and for a time he was 
prosector at the Royal College of Surgeons of England. He 
also held the appointments of house-surgeon and house- 
physician at the Middlesex, and from 1906 to 1908 was 
medical superintendent, surgical registrar, and pathologist 
at the Bolingbroke Hospital. He settled in York in 1908. 
His first appointment to the York County Hospital was that 
of honorary anaesthetist. Subsequently he became surgeon 
with charge of out-patients and, finally, consulting surgeon. 
Altogether he served the institution for thirty-eight years, 
until he retired from hospital work in 1946, and over much 
the same period identified himself with the Purey-Cust 
nursing-home, being its honorary secretary for twenty-five 
years. For many years he was also consulting surgeon to 
the Driffield Cottage Hospital and consulting medical officer 
to Ampleforth College, York. During the first world war 
he served in the R.A.M.C. as a surgical specialist in the 
Northern Command in 1914-15 and afterwards with the 
British Expeditionary Force until the end of the war. After 
the cessation of hostilities he continued to serve in this 
Northern Command until 1923. More 


capacity in the 


recently he was a consulting surgeon under the National 
Service (Armed Forces) Act and a medical referee under 
the Ministry of Labour and National Service. A justice 
of the peace for many years, he was a member of the 
council of the Magistrates’ Association. An ardent 
Churchman, he was a member of the Church Assembly 
and of the council of the Friends of York Minster. A 
member of the British Medical Association for fifty years, 
he served on its workmen’s compensation subcommittee 
from 1935 to 1939. In 1942 he was elected governor of 
the Merchant Adventurers Company of York. He was 
unmarried. 


W. H. EDGAR, C.B., O.B.E., M.D. 


Surgeon Rear-Admiral W. H. Edgar died suddenly at 
Alverstoke, Hampshire, on November 20, at the age 
of 74. 


William Harold Edgar was born at Bishop Auckland, 
Durham, on September 9, 1885, and was educated at Christ’s 
Hospital. He studied medicine at Durham University and 
St. Mary’s Hospital, London, and graduated M.B., B.S. in 
1907, proceeding to the M.D. in 1913. He joined the Royal 
Navy as a surgeon in 1908, and was promoted surgeon 
lieutenant-commander in 1915. During the first world war 
he served in H.M.S. Superb, Thames, and Talbot, and was 
promoted surgeon commander in 1919. Following this he 
served mainly in hospitals and training establishments. He 
became surgeon captain in 1932 and was appointed O.B.E. 
in the following year. In 1939 he was promoted surgeon 
rear-admiral and appointed officer in charge of the Royal 
Naval Hospital, Malta, where he spent the first two years 
of the second world war. Later he was in charge of the 
Royal Naval Auxiliary Hospital at Newton Abbot, where 
he remained until his retirement in 1945. He was appointed 
C.B. in 1943, and was an Honorary Physician to the King 
from 1942 to 1945. He was the representative of the Royal 
Naval Medical Service on the Council of the British Medical 
Association from 1946 to 1949. After his retirement he 
settled in Alverstoke, where he took a keen interest in Naval 
welfare work. A very popular officer, always devoted to 
the Navy and its various activities, he was an excellent 
messmate, a good games-player, and, in later years, an 
ardent golfer. In 1915 he married Gwendoline A. E. 
Smalley, who died in 1942. He had one daughter, who 
survives him, and to her is extended our deepest sympathy 


PATERSON, C.M.G., M.B., Ch.B., D.P.H. 


D.T.M.&H. 
The obituary of Dr. A. R. Paterson was published in 
the Journal of November 14 (p. 1025). 


Mr. JoHN L. GILKS writes: I would like to add my grate 
ful tribute to the memory of my old friend and colleague, 
A. R. Paterson. We first worked together in Kenya in 
1920 when I had been promoted and had immediately been 
faced with the task of introducing in Legislative Council a 
draft public-health ordinance, which even I was aware 
was entirely unsuitable. Fortunately Paterson arrived back 
from leave on the eve of the council sitting, and he at once 
suggested that we should adopt the South African legislation 
modified to suit local conditions. We worked at nights, and 
each morning presented the special committee of council 
with a draft section completely different from the one in 
front of them. The ordinance which resulted stands as a 
monument to Paterson’s vision. In this way began a close 
association which lasted for 13 years, during which 
Paterson’s clear appreciation of the position and duties of 
a department charged with the care of the public health 
not only benefited the administration of Kenya but also has 
had reflections elsewhere in the Commonwealth. It was 
rightly said in the appreciation in the Journal that he left 
his mark upon the colony during some of its most important 
years of development. I personally owe him a great debt 


of gratitude. 


A. R. 
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Medical Notes in Parliament 


MEDICAL NOTES IN PARLIAMENT 





SUPPLEMENTARY PROFESSIONS 
On November 30 the MINISTER OF HEALTH moved the 
second reading of the Professions Supplementary to 
Medicine Bill (see Journal, November 28, pp. 1164 and 
1190) in the House of Commons. 

Mr. D. Watker-SmitH told the House that the Bill 
would probably affect at 30,000 people in the 
eight professions it covered—chiropodists, dietitians, 
medical laboratory technicians, occupational therapists, 
physiotherapists, radiographers, remedial gymnasts, and 
speech therapists. The fact that they were not linked 
in any common organization, plus the interest of the 
medical profession, had complicated the formulation of 


least 


the scheme. They had been at pains to evolve a 
structure both carefully balanced and _ workable. 
Professional status gave added honour, but carried 
enhanced responsibility. It involved adherence to 
general standards and submission to common 
procedures. It required to support it a scheme of 


registration, which in turn required approved qualifi- 
cations, courses and examinations, and a code of conduct 
with disciplinary procedures. All this the Bill provided 
for these eight professions. 

He enumerated the functions and membership of the 
council, and the registration boards (described in the 
Journal last week), and said that the representatives of 


the professions concerned (excluding the speech 
therapists) met at the Ministry last week and were 
substantially in agreement on the Bill. The Speech 


herapists Association had asked him to receive a 
deputation to discuss the suggestion that the Bill should 
not apply to them. He hoped they would agree that 
there was no conflict between statutory registration and 
the appropriate academic courses, and would remain in 
the Bill: but he made it clear in reply to several 
questions that if they said they did not want to be 
included he would move an amendment to exclude 
them, but the decision would be one for the House to 
take 

Minister on Doctors’ Views 

The medical profession took the view, said the Minister. 
either that there should be equality of representation 
between doctors and the supplementary professions on the 
boards, or that the council should have overriding powers 
He had not been able to meet the doctors on either of these 
requests. He had strengthened the provisions in regard to 
the Privy Council, which he thought should meet in another 
way the pornts they had in mind. He was encouraged by 
a perusal of the leading article in the British Medical Journal 
showing that, while still taking those points, it accorded a 
slightly warmer welcome to the Bill in principle. While 
it seemed right that the members of the supplementary 
professions should be in a majority on the boards, 
special consideration had been given to the position of the 
medical profession in view of their interest in the 
training of the supplementary professions whose members 
assisted them in diagnosis and treatment. 

The Bill gave the medical profession a better position in 
relation to them than it normally had now. At present it 
was purely informal, in the sense that it had no statutory, 
and doctors were generally in a numerically weaker 
position on bodies dealing with educational matters than 
they would be on these boards 


small 


great 


basis 


Letter from B.M.A. Spokesman 
Dr. Eptrh SUMMERSKILL (Warrington, Lab.), speaking of 
the B.M.A. objections, said that at one time in the negotia- 
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tions it appeared that all the difficulties had been resolved 
However, there seemed to have been a change of heart by 
the B.M.A. at the eleventh hour, and a change on a 
fundamental principle. The Minister had said that in view 
of an article in the Journal the B.M.A. were placated, but 
she had received from a spokesman of the B.M.A. a letter 
what the Minister had endeavoured 
The letter read: 


which did not convey 
to convey to the House 
“We are very disturbed to find that the constitution of the 
council and boards proposed in the First Schedule is quite 
contrary to the carefully considered advice given by the medical 
profession. In the individual boards the supplementary profes 
sions have an overall majority. In the council the supplementary 
professions have parity with the medical profession, and even a 
majority of one should the General Medical Council representa- 
tive not be a doctor. In the vast majority of cases the members 
of the supplementary professions work in association with medical 
practitioners The General Medical Council permits such 
association subject to the guidance of paragraph Sd(3) of the 
Notice of its disciplinary committee 
‘Provided that the medical practitioner concerned exercises 
effective supervision over any person so employed and retains 
personal responsibility for the treatment of the patient.’ 
“Thus the doctor must bear responsibility for the actions of 
these members of the supplementary professions. Yet in this Bill 
the medical profession may well be denied the last word in 
deciding standards of education and professional conduct of these 
same people. The position could in our view become dangerous 
for all concerned, especially the patient, and calls for profound 
ilteration of the terms of the Bill.” 


“ The Fallacy ” 

She considered that very strong language, which could 
not be lightly dismissed. The Journal stated on November 
28 (p. 1164): “ The medical profession is right to claim that 
professions supplementary to it should remain under its 
wing. because the ultimate responsibility for treatment must 
lie with the doctor.” There lay the fallacy. The Bill did 
not deal with treatment, but only with the task of promoting 
high standards of education and conduct. In the treatment 
of the patient the relationship between the conscientious 
doctor and his colleagues would not change. The control 
demanded by certain representatives of the B.M.A. could 
not reflect the opinion of all fair-minded doctors who 
worked in harmony with the other professions. Would the 
B.M.A. suggest that should control the nursing 
profession ? Of course not. If nurses were fitted to make 
decisions concerning the conduct of their profession, were 
therapists, and others who worked so 


doctors 


not radiologists, 
closely with them 

Doctors need have no fear that the representatives on 
the boards of the different professions, with such different 
would necéssarily conspire together. On the 
contrary, they might have entirely different approaches to 
their particular problems. It seemed to her that on the 
council the eight doctors would tend to vote together, and 
on serious matters of principle they would have the support 
of the persons appointed by the Privy Council and the 
Ministry. She could not believe that those representatives 
would give their votes without careful consideration of 
whatever principle was involved. 


functions, 


Helping Hand 

It was right to support the Bill. The professional bodies 
should be given the right, and the responsibility that went 
with it, to decide matters closely affecting their professional 
lives. Anyone with doubts about their capacity to do so 
should examine the syllabus of their professional training. 
The doctor, with his superior education, was not necessarily 
a more worthy person. His liability to err was not known 
to be any less than that of those people who devoted 
themselves to the auxiliary tasks. The fears expressed by 
the B.M.A. were unfounded, and she looked forward to 
the medical profession giving a helping hand to the men 
and women in the younger professions whose skill and 
industry were so helpful to the doctors and beneficial to 
the public. 
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Other Views 


In the ensuing debate Sir HUGH LINSTEAD (Putney, Con.) 
said the professions could only be set on their statutory feet 
with the guidance of the doctors, but not under their direct 
control. Dr. BARNET Stross (Stoke-on-Trent, Central, Lab.) 
regarded it as a triumph to have got all the professions 
together, and he hoped none would secede. The doctors, 
he thought, were mistaken. The Minister had gone so far 
as he need go. Lord Batniet (Hertford, Con.) criticized 
the functions of the proposed investigating committees, 
about whose powers and procedure nothing was said in the 
Bill Dame IRENE Warp (Tynemouth, Con.), and others, 
voiced the objections of the speech therapists to inclusion 
on the strength of communications with Dr. Muriel Morley. 

Sir MALCOLM Stoppart-Scott (Ripon, Con.) was glad that 
doctors had been given parity on the council, but he hoped 
to get an assurance on the committee stage—if not 
an amendment—that the General Medical Council 
representative would be a member of the medical 
profession, to ensure that parity. He also suggested that 
nomination of the medical representatives on the radio- 
graphers’ board might come better from the Faculty of 
Radiologists and the British Institute of Radiography. Mr 
KENNETH ROBINSON (St. Pancras North, Lab.) took occasion 
to criticize medical training, in which he found no re 
thinking ; the curricula were not basically different from 
what they were half a century ago. The student was still 
in the strait-jacket of the mechanistic theory of disease. 
He learned all about the body, and next to nothing about 
the mind. The teaching of psychiatry was cursory. Ther 
was no sign that the leadership would do anything. Surel 
it was the Minister's job to provide the stimulus. Had not 
the time come for a Royal Commission or some high- 


powered inquiry into medical education ? 


e 
y 


Government Reply 


Miss Epitn Pitt, Parliamentary Secretary, Ministry of 
Health, finally commended the Bill as a balanced measure, 
recognizing «he importance of the relationship of the 
supplementary professions with medicine, She recotinted 
the history of the negotiations, and said that the B.M.A. 
suggestions for parity on boards or for the co-ordinating 
council to have overriding powers had been rejected almost 
unanimously by the auxiliary bodies. In the circumstances 
the Government had decided to leave the supplementary 
professions with a majority of one on the boards and the 
council without overriding powers, but to provide that 
decisions on certain matters, in particular training courses 
and qualifications, should be subject to final approval by 
the Privy Council. If the council and a board reached a 
deadlock on important matters the Privy Council was 
brought in. It already had wide experience in exercising 
similar powers in other registration schemes relating to 
doctors, opticians, pharmacists, and so on. 

The Bill was read a second time. 


QUESTIONS IN THE COMMONS 


Drugs for Private Patients 

Mr. JoHN Hatt (Wycombe, Con.) asked the Minister o 
Health on November 30 what representations he had 
received from the British Medical Association in connexior 
with the provision of drugs for private patients under the 
National Health Service ; and what his reply had been to 
these representations. Dr. DoNALD JOHNSON (Carlisle, Con.) 
asked what was the nature of the administrative difficulties 
that prevented the provision of drugs to private patients 
under the National Health Service. 

Mr. D. Watker-SmitH replied that the British Medical 
Association had represented that drugs should be supplied 
to private patients on the same terms as to N.H.S. patients. 
This raised considerations wider than those of administration, 
and he had conveyed to the Association the substance of 
his reply of November 4 to Captain H. Kerby (see Journal, 
November 14, p. 1029). 
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Mr. Hatt described the reply as extremely unsatisfactory. 
Ministers had stone-walled on this for a number of years, 
first on the ground of cost and then on the ground of safe- 
guards being necessary. Now that the profession had agreed 
on the safeguards the Minister found another reason for 
doing nothing. If he had no intention of allowing private 
patients to obtain drugs under the Health Service, would it 
not be more honest to say so, instead of finding one fresh 
excuse after another ? Mr. WALKER-SMITH replied that the 
implications in that question fell below Mr. Hall’s usual 
standard of accuracy. It was not a fact that excuses were 
being found. The discussions on administrative procedures 
were clearly made without commitment on the question of 
principle. On the principle, the Government's position was 
that people had a right to resort to private practice if they 
so desired, and therefore the preservation of private practice 
was a matter of concern to the Government. If the present 
position endangered private practice, or prevented any 
substantial number of people availing themselves of it who 
would otherwise do so, the Government would certainly 
consider the question of the drugs, but at the moment they 
had no evidence of that. 

“Two Classes of Sick People ” 

Dr. EpttH SUMMERSKILL (Warrington, Lab.)—The attitude 
the Minister has adopted is approved by many doctors and 
I am sure by the whole of the public. It is entirely correct, 
for this reason: if he does give way to the pressure 
continually applied to him he will be establishing two 
classes of sick people, and it will undermine the whole 
service. If he accepts this suggestion for the members on 
his own side of the House, the drug bill will be increased 
tremendously. 

Mr. WALKER-SMITH—I do not know that the word 
“ pressure” is a particularly felicitous one to describe the 
conscientious efforts of some of my friends to put forward 
considerations in the public interest. The principles of this 
are quite clear. People are entitled to resort to the Health 
Service and all that goes with it. They are entitled, if they 
prefer, to go to private practice. It does not necessarily 
and logically follow that if they do the second they should 
have drugs on the same terms as the first. It is important 
to preserve the right to private practice. Therefore if the 
evidence is forthcoming we will consider this. So far, the 
evidence is not forthcoming. 


Private Practice Threatened 

Dr. DonaLD JOHNSON said that the opinion of many of 
those in private practice was as stated by the Minister. 
They did fear that their position as private practitioners was 
endangered by this. At the outset of the Health Service 
it was clearly stated by no less a person than Mr. Bevan 
that all the Service, not part of it, was to be available to 
anybody. Did the Minister not think that his statement was 
contrary to that expression of intention ? 

Mr. WALKerR-SMITH—I think not, because the provision 
of drugs is not a separate element but an ancillary part of 
the General Practitioner Service. There is a wealth ol 
assertion to the effect that private practice is endangered, 
and that people are debarred from entering into it who would 
otherwise do so. But there is a difference between assertion 
and evidence, and it is to the evidence that we Icok. The 
British Medical Association have ample opportunities to 
supply that evidence if it is available, and I shall certainly 
consider it most carefully and sympathetically. 

Mr. HALL gave notice that he would raise the matter 


again ’ ; 
Compensation Payments to Doctors 


Mr. FRANK ALLAUN (Salford, East, Lab.) asked how many 
doctors had failed to secure compensation for the loss of 
the right to sell the goodwill of their practices, brought about 
by the National Health Service Act, through failing to claim 
in time; what was the total sum involved; and if the 
Minister would consider some way of helping them. 

Mr. WALKER-SMITH stated that applications from about 
100 doctors or their representatives had to be refused on 
th ground that a claim was not made within the time limit, 
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which, after extension, finally expired on February 28, 1951. 
It was not possible in the absence of particulars of claims 
to say how much would have been payable for these doctors. 
He regretted that, for reasons which had been explained in 
i letter to Mr. Allaun, the claims could not now be admitted. 


Rating of Charities 

Wing-Commander E. E. Buttus (Wembley, North, Con.) 
asked the Minister of Housing and Local Government on 
November 24 if he had yet considered the report of the 
Pritchard Committee on the Rating of Charities and Kindred 
Bodies ; and if he would make a statement. In a written 
reply Mr. H. Brooke stated that he had it under considera- 
tion Amongst other relevant matters, universities and 
colleges constituted some 30% of the whole field reviewed 
by the Committee, and it would be essential to know the 
outcome of current appeals against their present assess- 
ments before reaching any conclusion in regard to them. 
Meantime. the safeguard for all charities and kindred 
bodies in Section 8 of the Act of 1955, and also the relief 
of 20% provided by the Act of 1957 where applicable, were 
ruaranteed by law till 1963, unless in the meantime 
Parliament otherwise determined 


Medico-Legal 





RATING OF NURSES 
[From ouR LEGAL CORRESPONDENT] 


Section 8 of the Rating and Valuation (Miscellaneous 
Provisions) Act, 1955, provides that certain relief from rates 
shall be granted to organizations whose main objects are 
charitable or otherwise concerned with the advancement of 
religion, education, or social welfare 

On October 26 the Court of Appeal, agreeing with the 
Divisional Court of Appeal, held that the Royal College of 
Nursing is an organization coming within this definition and 
so entitled to rating relief (The Times, October 28). This 
decision should be compared with a decision of the House 
of Lords this year, holding that the General Nursing Council 
does not fall within the definition in Section 8 (Journal, 
February 7, p. 375). 

According to the terms of its charter, the Royal College 
of Nursing has two main objects: (a) to promote the science 
and art of nursing and the better education and training of 
nurses and their efficiency in the profession of nursing, and 
(b) to promote the advance of nursing as a profession in all 
or any of its branches. The St. Marylebone Borough 
Council, which brought the case, admitted that object (a) 
was charitable. The question before the courts, therefore, 
was whether object (+) was either charitable or “ otherwise 
concerned with the advancement of religion, education, or 
social welfare.” 


Advancement of the Profession 

On the authorities, as was stated in the judgment of the Court 
of Appeal, if a body had two main objects each of them must 
comply with the requirements of Section 8 for that body to 
qualify for rating relief: furthermore, once the main objects had 
been determined the question whether such objects did comply 
with Section 8 was purely one of construction unaffected by the 
actual activities in which the body engaged. Moreover, the Court 
was not concerned with the results of such activities, which might 
be, for instance, of a charitable nature though the side-effects of 


the pursuit of non-charitable objects. The nature of the object, 
however, must be construed in its context, and in the light of the 
harter as a whole 


Whether object (6) of the R.C.N.'s charter was charitable or 
not depended on whether that object was the advancement of 
nursing, or the advancement of the interests of nurses. Clearly 
the pursuit of the one must result in some measure in the attain- 
nent of the other: but in these cases the court is concerned with 
objectives, not results. Difficulty in the construction of object (5) 
irose from the inclusion in it of the words “as a profession.” 
Without those words the object would clearly have been charitable 
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as promoting “ the relief of human suffering.” It was contended 
for the Borough Council that the interests of the sick were fully 
covered by object (a) and that object (5) concerned the interests 
of the nurses. The Court held, however, that the interests of the 
sick were not fully covered by object (a), as this object did not 
cover the advance of nursing in the sense of increasing the 
quality and range of services offered to the public or of enhancing 
the number and standard of those joining the profession. Besides, 
the whole tenor of the charter was the promotion of the interests 
of the sick, and not the promotion of the interests of the nurses, 
although the latter might be either an effect of, or a means 
employed in, the pursuit of the former. The Court, therefore, 
held that the objects of the College were charitable, and the 
College was entitled to rating relief. 

In view of this finding it was unnecessary to consider whether 
the objects were “ otherwise concerned with the advancement of 
education or social welfare.” Leave was granted to appeal to the 
House of Lords on terms that the House of Lords should not be 
asked to disturb the order as to costs in the Divisional Court and 
the Court of Appeal in favour of the College 


Regulation of Profession not Charitable 


This in no way conflicts with the decision of the House 
of Lords that the General Nursing Council is not entitled 
to rating relief The main objects of the G.N.C. are set 
out in the Nurses Act, 1957, as being the maintenance 
of the register of nurses and the roll of assistant nurses, 
the making of rules regulating the admission to the register 
and the roll, and the cenduct of examinations therefor. 
These objects were held to be for the regulation of the 
profession, not for any charitable, educational, or social 
purpose, though the good regulation of the profession brings 
an obvious benefit to society. The distinction between these 
two nursing cases lies at the root of most cases under 
Section 8 of the 1955 Rating Act, where a professional 
body is concerned. The same distinction may also be of 
importance, for instance, in the construction of a will, as in 
the case of the Royal College of Surgeons v. National 
Provincial Bank Ltd." where the House of Lords held the 
R.C.S. to be a charitable body. 


OVERDOSE OF AMPHETAMINE PRESCRIBED 
[FROM OUR LEGAL CORRESPONDENT] 


On November 16 a verdict of accidental death was recorded 
at a coroner’s inquest on Mrs. Amelia Jones, aged 40, of 
Chadwell Heath (Daily Telegraph, November 17). 

Mrs. Jones consulted her doctor about a backache, and 
he diagnosed a muscular disorder. The doctor prescribed 
a medicine containing four items, one of which was 
amphetamine in case she was depressed by the pain. The 
doctor stated that he normally prescribed three milligrammes 
of this drug, but on this occasion he inadvertently wrote 
three grains, which is 194 mg., at least ten times the fatal 
dose. The pharmacist failed to notice the mistake, 

Mrs. Jones became ill within a few minutes of taking a 
teaspoonful of the medicine, and died five days later. The 
cause of death was recorded as cerebral haemorrhage due to 
an overdose of amphetamine. 











Universities and Colleges 


UNIVERSITY OF OXFORD 


in Congregation on November 14 the following degrees were 
onferred 
D.M.—Mrs. Marcia I. P. Wilkinson 
B.M.—J. A. G. Emery and, in absence, M 
P. B. C. Matthews, M.B., B.Chir., was incorporated as a 
graduate member of the University in the degree of D.M. 
Mrs. Eva R. Seelye, M.B., Ch.B. (Otago), has been elected into 
a visiting Fellowship in Science at Lady Margaret Hall for 1960-1. 


A. Gibson 


UNIVERSITY OF CAMBRIDGE 
Professor Dorothy S. Russell, professor of morbid anatomy in the 
University of London, has been elected into an Honorary 
Fellowship of Girton College from January 1, 1960 
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UNIVERSITY OF ST. ANDREWS 


Dr. A. S. Todd has been appointed to a Lectureship in Pathology 
in Queen's College, Dundee, with which is associated an 
honorary appointment from the Eastern Regional Hospital Board 
as Clinical Assistant in Pathology at Dundee Royal Infirmary. 


UNIVERSITY OF LONDON 


The following candidates have been approved at the examination 
indicated : 


THiap MB., BS.—'*R. T. J. Allen, '°R. A. C. Davies, '2°A. D. 
Dayan, ' *T. H. Foley, !*J. R. Garrett, | 5B. Greenwood, ' *Brenda E. 
Higes, '*D. J. Holdstock, !' 35M. J. H. Homewood (University medal), 
! ¢Gillian A. Jonas, '*D. J. Tooby, B. K. Adadevoh. J. A. Adebusoye, 
Evelyn M. Adey, P. M. Aichroth. J. G. Allardice, Ethel! M. M. Alien, 
E. R. W. Ashley, Nancy E. Atkins, Ann M. Atkinson, H. Baderman, 
R. V. V. Baker. P. J. Banfield, R. B. Barnbrook, Anne P. Rarrett, J. G. 
Bass, C. L. Bayliss, M. R. Beck, D. R. Benady. D. Berzon, V. B. 
Bhardwaj, J. M. B:ack, Muriel Blackburn. C. G. Boateng, R. P. Bonner- 
Morgan, Patricia M. Booth M. R. Boundy. K. M. Bridgman, Brenda M. 
Brookes, A. A. Y. Brouect. B Burbridye, P. E. Burke, W. H. Butler, J. M. 
Camptell, G. N. Cash Rosemary J. Chambers, Marion R. Chaplin, 
Elizabeth J. Chilcott. T. C O. Chiori, C. E. P. Clarke, A. B. Clymo, 
Ana R. Coe, J. C. Collings, G. I. Collins, J. T. Cooke, C. P. Cooper, 
T. A. R. Cox, P. J. Coyle. Patricia L. Crawford, Anita E. Davies, Ann 
Davies, C. F. Davies, D. Davies, Olwen M. S. Davies, Patricia M. Dean, 
P. J. De Buss Giseie M. M. de Lane Lea, Avery S. Denfield, J. L. C. 
Dobson, Margaret R Dockray, Shirley P. Duke. J. F. Dunne, K. R. 
Durrant, G. S Dymond. Diana A M_ Ernaelsteen, D. Fergie-Woods, 
June R. Finer, R. F. M. Forward, G. C. Fox, G. G. Francis, T. 1. Francis, 
P. S. Franks, E N. Gleave, M. R. Gooding, N. M. Goodwin. A. M. Gould, 
E. Gowland, G. J. K. Gicenlaw, R. J. Gregory, I. P. Griffith, R. F. 
Gunstone, T. R. Haslstone, D. A. Hay, Lydia M. Hayes, M. R. Hendry, 
Ann J. Hill, D. J. Hill, Elizabeth J. Hiller, J. R. Hoare, Ann Hodgson, 
L. A. Holbrook, K. Hollinrake, R. G. Holmes, D. F. Hopkins, Rita J. 
Hornik, M. J. K. Hudson. B. Igbogbahaka, S. E. Inman. O. S. Itayemi, 
Edith B. A Iver, F. H. A. Jago, M. J. Jameson, I. C. Johnson, Josephine I. 
Johnston, | W. Joms, M. T. Jones, D. W. Kay, T. R. M. Keeble. Moira B. 
Kelly, B. N. C Kempton J H. Kendall, R. King, Marion E. Knighton, 
P. A. Knowlson, F. W. Knox, Eva M. Kohner, D. G. Kraft-Goddard, 
D. Lamb, K. L. Lancer. R. S. Lane, J. W. Latham, B. H. Latimer, P. A. 
Lawrence. R. A. Lee, D. A. Leigh, R. G. M. Letcher, K. J. B. Lewin, 
P. K. Lewin, Phyllis S. Lewis, Ruth D. Low, Gertrude Lowith, A. N. 
McClean. D I. McCuaig, R. S. McFarlane, P. A. J. M. MacFaul, Ingrid J. 
McGovern. A. J. Mackenzie, Helen M. McG. McNie, B. W. Maitland, 
N. Marshall, R. D. Marshall, Patricia A. Martin-Turner, Ann S. Mason, 
Susan Y. Mearman. C. C. Merry. R. H. S. Mindham. J. Monkman, 
Vv. M. E. Montegriffo, C. A. Morris, L. W. Morrish, G. W. Moxon, 
Belinda J. Myles, M. J. Nicholls, J. C. Oakley, Norah M. P. O*Hanion, 
J. O. Oluwasanmi, R. B. F. Orr, T. J. Owen, Janet E. Page, Rosemary 
F. McL. Page, W. J. %™. Paiker, Ann Parry-Williams, R. Paul. A. J. 
Pearce, D J. Peebles, Shirley A Peppitt, G. M. Peters, J. B. Phillips, 

N. Pickerizg Janet A. Pinner, J. D. C. Plant, C. P. Roberts, 
J. C. Roberrs, J. S. Robinson, Ann T. Roden. J. W._ Rollins, 
D. W. Rox, C. J. Rowlacd, Helen Rubens, G. Sackstein, P. Saywoud, 
Shirley A. M. Schoficid, J. McL. Singleton, Aldona J. Sito, Jane Skinner, 
A. E. Slater, M. &. Smith. P. W. J. Smyth. P. G. Soutter, Jean M. M. 
Steadman. R. A. Stocawell, M. J. Streule, R. Stubbings, K. J. Sugden, J. x 
Swann. N. L. Taylor. B. Thomas, D. G. Thomerson, M. J. 
. S. H. Thompson, Anne U. Tothill, J. Townsend. Barbara Ww. 
Truscoe, S. D. Vahil, Z. I. R. Vellani, Anna Warrander, J. R. > 
Westaway. Annette A. Whitaker, J. E. White. Ann Whitficld, A. LI. 
Williams, Barbara J. Willmer, A. B. Wilson. M. B. Wilson. R. D Winch, 
M. C. Win erton, C. C. Wise, J. G. Woolich, M. C. Wotton, W. Yen, 
P. M. E. Youngman 

1With honours. *Distinguished in pathology. 
‘Distinguished in applied pharmacology and therapcutics. 
in surgery. ‘Distinguished in obstetrics and gynaecology 


*Distinguished in medicine. 
5 Distinguished 


UNIVERSITY OF BIRMINGHAM 


The following appointments are announced: Mr. V. S. Brookes 
and Mr. P. Dawson-Edwards, University Clinical Lecturers in 
Surgery, to be also part-time Lecturers in Surgery; Dr. W. H. P. 
Cant, Dr. C. G. Parsons, and Dr. B. S. B. Wood, University 
Clinical Lecturers in Pacdiatrics and Child Health, to be also 
part-time Lecturers in Paediatrics and Child Health. 


UNTVERSITY OF LEEDS 


Dr. P. G. F. Nixon has been appointed Lecturer in the 
Department of Medicine (in cardio-respiratory problems) for 
three years in the first instance, from December 1, 1959. 


ROYAL COLLEGE OF PHYSICIANS OF IRELAND 


At the annual meeting of the College, held on October 19, the 
following officers were elected: President, Dr. P. T. O'Farrell; 
Vice-president, Dr. Anna M. E. McCabe; Representative on the 
General Medical Council, Dr. Edward T. Freeman; Registrar, 
Dr. Charles Dickson; Treasurer, Dr. Geoffrey Bewley. 


At a meeting of the College held on November 6, with the 
President, Dr. P. T, O'Farrell, in the chair, the following were 


admitted to the Licence and Membership of the College: J. T. 
Cassidy, Deborah M. T. Cronin, J. G. Devlin, P. J. R. B. Keelan, 
J. T. Leahy, Maire MacCormac, T. A, M. Staunton. 


ROYAL AUSTRALASIAN COLLEGE OF PHYSICIANS 


At a meeting of the general body of Fellows of the Royal 
Australasian College of Physicians held in Canberra on October 
16, 1959, Professor F. J. Fenner, of Canberra, A.C.T., was elected 
and admitted to Fellowship of the College under the special 
provisions of Article 44. 

The following candidates, who were successful at an 
examination held in Australia, were admitted to Membership of 
the College on October 13, 1959: V. J. Barron, F. M. Elliott, 
Patrick Harvey, J. R. Johnson, and D. W. O'Gorman Hughes, 
of New South Wales; John M. Court, E. A. Dodge, Joan M. 
Handley, W. C. Heath, H. Hillman, lan Maddocks, David 
McCredie, E. N. O’Bnen, and G. I. Vidor, of Victoria; S. A. 
Birdseye and G. M. Kncebone, of South Australia; J. B. Cope, 
D. J. Hodges, L. W. L. Jackson, and Miles Murphy, of 
Queensland ; P. E. Hurst, of Western Australia; R. B. Langley, of 
New Zealand; and H. O. Wong, of Singapore. J. D. Reid, of 
New Zealand, and P. L. Bazeley, of Victoria, were admitted to 
Membership under the provisions of Article 37 on September 16 
and October 13 respectively. 


_Vital | Statistics — 











Infectious Diseases 


Areas where numbers of notifications were high in the latest 
two weeks for which figures are available. 


Week Ending 


Acute Poliomyelitis Nov. 14 Nov. 21 
London ; ue 7 4 
Middlesex ont ; 1 3 
Lancashire 4 3 
Dysentery 
Hampshire 10 22 
New Forest R. D. 4 13 
London 59 70 
Wandsworth 4 17 
Warwickshire 22 39 
Birmingham C.B. 5 18 
Coventry C.B. 14 19 
Worcestershire 5 28 
Redditch U.D. cam 4 14 
Glasgow ae . 162 88 
Dundee - mae ie ‘ os 30 33 
Food-poisoning 
Hampshire sa ’ 3 26 
Ringwood and Fordingbridge R.D. 0 23 
Diphtheria 
London oa a ken 7 18 
Finsbury 0 5 
Islington 6 13 
Scarlet Fever 
Derbyshire ie se re 43 60 
Essex . ; 87 151 
Kent a ; 35 59 
Lancashire . ISI 154 
Nottinghamshire - ae an a7 41 
Staffordshire — = 32 56 
Yorkshire West Riding as . 107 143 


The Dangerous Teapot 


“Tea drinking—upsetting the teapot. kettle, or tea cup- 
is again shown to be a dangerous procedure in the careless 
household, to the housewife as well as to the young and 
old.” Dr. H. D. Chalke, Medical Officer of Health of 
Camberwell Metropolitan Borough, draws attention to this 
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danger in his annual report for 1958. His department is 
making a special study of accidents in the home and is 
collecting data so that the best preventive measures may 
be devised. Falling down stairs, he reports, is one of the 
commonest types of home accidents, affecting young, middle- 
iged, and old alike. It is one to which women are more 
commonly subject than men because they spend a large: 
part of their lives in the home on the average, but among 


children under 5 boys are more subject to it than girls 


Scalds from liquids are the other main cause of home 
iccidents. Burns from fires are less frequent than formerly, 
ind Dr. Chalke suggests this may be a consequence ot 


effective propaganda and a greater use of fireguards. He 
concludes: “The prevention of home accidents has now 
become an important part of the work of the Public Health 
Department. From the information available it appears 
that requiring hospital treatment are on the 


ncereast 


accidents 


Industrial Accidents and Diseases 


The number of workpeople (other than seamen) in the 
United Kingdom whose deaths from accidents in the course 
of their employment were reported in October was 91, 
compared with 156 in the previous month and 73 in October, 
1958 

The numbers of cases of industrial diseases in the United 
Kingdom reported during October follows: Lead 
poisoning 7, aniline poisoning 5, epitheliomatous ulceration 


were as 


22, chrome ulceration 16; total 50. There were 2 deaths 
from epitheliomatous ulceration due to mineral oil 
Ministry of Labour Gazette, November, 1959 


Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales 
Highest and lowest figures reported in each week during 
the years 1950-8 are shown thus the figures for 
1959 thus Except for the curves showing notifica- 
tions in 1959, the graphs were prepared at the Vepartment 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine 
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INFECTIOUS DISEASES AND VITAL STATISTICS 


Summary for British 
(No. 45) and gorresponding week 


week ending November 14 
1958 


Isles for 


Figures { cases are tor the countries shown and London administrativc 

inty Figures of deaths and births are for the whole of England and 
Wales (London in led), London administrative county, the 17 principa 
towns in Scotland, the 10 principal towns in Northern Ireland, and the 14 
incipal towns in Eire. 
4 blank space denotes disease n notifiable or no return available. 

Ihe tab s based on information supplied by the Regisirars-General of 
England and Wales, Scotland, N,. Ireland. and Eire, the M nistry of Health 
nd Local Government of N. Ireland, and the Department of Health of Eir 





























1959 1958 
CASS Z7. | gic 
A; Zipiws 1 i O12 i w 
Diphtheria gs: 7 3 e@ 3 >> 8] © 
D iter 538 ) 337 6 > 626 72 167 4 1 
Encephalitis, acute 0 0 I 0 0; 
Enteric fever 
Typhoid | 8 5 0 0; 13 5 1 1 0} 
Paratyphoid 4 ! 0 0 1(B) 4 0 1(B) 0 
Food-poisoning 147 16 14 0 392 29 10 0; 
Infective enteritis or 
diarrhoea under 
2 yea 8 31 1s 32 
Measles*® 1,071 19} 12; 13)133] 5,315) 307; 48 31] 307 
Meningococcal in- 
fectior 17 2 § 0 21 4 10 Oo} 2 
Ophthalmia neona 
torum 19 2 16 0 18 6 5 0! 
Pneumonia 180 15| 151 4 294 24! 156 1 
Poliomyelitis, acute 
Paral c 21 7 0 f 9 5 1 
| +4 4 9 s 
Non-paralytic 3} of off | ! 2 31° 0 
Puerperal fever 223 37; 21 l 189 21 10 0 
Scarlet fever 1.059 S54 156) 23 4 12) 59 103! 26) 2 
Tuberculosi 
Respiratory 370} 38) 7 12 497, 74; 103) 16 
Non-respiratory 55 6 7 I 6” 7 14) 5 
Whooping-cough 641} 49) 136) 8/110 643| 31! 100] 104! 86 
1959 1958 
Ba . ; dea lone iy" x ~ 
DEATHS aS idgisisi. $laicz/8] 
ei Si isi - 18) es !'s1 3 : M4 
we lala (zZ|wpue (4, A|z le 
Dipl 0 0 0 0 0 0 0 0 0) 0 
Dy ‘ 1 0 0 I I 0 
I € il cute ‘Oo 0 ) 0 
Ente eve 0 0 0 0 0 0 0 0 
Intec enterit r 
lia ea under 
2 yea 6| 0 3 1} Oo 4 0 OF oO ft 
Influe 4 22 0 0 0 l 14 1 0} 0} 0 
Measle 0 0 0 0 0 0 0; 0 
Meningococcal in- 
fection 0 0 } 0 0) 
-- ——— - . -|—— - —_— —_ —}— 
Pneumonia 476| 54 14 13 8 393; 32 it} i 
seeglpanneniindi reat, Sn -| —|— |---| 
Poliomyelitis, acute l 0 0 0 3 1} 20 0} 0 
Scarlet fever i ; oO 0 a 0 0 0 0 
} 
SE 2 <a oe || ——|-——|-— 
lubercuk _ | ) 1| 
Respirat 1 waif 8 6 0 27. gs 7 ie | 
Non-r ry ip 44 1 1 o olf 3 i} Oo} Of 0 
\ R 0 0 0 0 0 1 0 0 0} ! 
De 0-1 ve 260 29 19 13 ) 294 6 31) 2 i! 
Deat (excluding | } 
tillbirt ,902; 830 S61} 129/148] 9,355; 839) S71j 116) 158 
! ! 2 > 
LIVE BIRTHS]... | 12,926|1090! 835] 224] 352] 13,748!1148] 912] 192] 372 
STILLBIRTHS 282; 16, 27 307 30; 18] | 
* Measles not notifiable in Scotland, whence returns are approximate 


* Includes primary and Influenzal pneumonia 
Includes puerperal pyrexia 
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Services for Old People 

The first survey on a national basis to discover what 
services there were for old and chronically sick people was 
carried out in 1954-5 by teams appointed by the Ministry 
of Health and the Nuffield Provincial Hospitals Trust, and 
the results have now been published. 

Among the points made by this closely packed report are that, 
although the over-all number of beds for the chronic sick in 
England and Wales was thought to be sufficient, their distribution 
was sometimes poor; about 4,500 people were in chronic sick 
wards for other than strictly medical reasons ; the hospital waiting- 
list rarely indicated the real demand—its validity could only be 
assessed by domiciliary visits. The report discusses geriatrics as 
a specialty, the nature of the medical care that should be pro- 
vided, and the services for the elderly that already exist. It 
concludes: “ At present there is a certain amount of overlapping 
of the different interests, and it would be of great assistance if 
every major local authority could publish a brochure giving 
details of all the services and facilities available to old people.” 
(Survey of Services Available to the Chronic Sick and Elderly, 
1954-5, H.M.S.O., price 3s. 6d.) 


Scottish Board of Control 

More voluntary patients—8,802 as against 8,272—and 
fewer certified patients—2,653 as against 2,757—were 
admitted to mental hospitals in Scotland in 1958 than in 
1957, according to the Annual Report of the General Board 
of Control for Scotland for 1958 (H.M.S.O., price 2s. 6d.). 


Commenting on the “ transformation’ in the appearance and 
amenities of many hospitals by redecoration, renovation, and re- 
furnishing, the report said that “it is probable that this upgrading 
of the mental hospitals is the most important single advance 
made in the mental hospital service in recent years. . . 
Unfortunately the rate of progress in some hospitals is, by reason 
of financial limitations, still very slow.’ Referring to the 65 fatal 
accidents during the year, the report says that the Board is 
particularly concerned about the deaths of elderly patients from 
fractures after falls, and recommends that non-slip floor-coverings 
should be more generally used, and floors less highly polished 


New Clinical Psychiatrists’ Group 

A Group for Representation of the Views of Clinical 
Psychiatrists has been formed to discuss the implications for 
psychiatry of the new Mental Health Act, especially from 
the point of view of psychiatrists not primarily engaged in 
administration. Those interested in the Group’s activities 
can obtain details from the chairman, Dr. J. T. HUTCHINSON 
Cane Hill Hospital, Coulsdon, Surrey, or the Honorary 
Secretary, Dr. R. W. Crocket, 13, Balgores Crescent, 
Romford, Essex. 
University of Wales 

The Council of the Welsh National School of Medicine 
has appointed Dr. A. L. CocHrane, of the Medical Research 
Council's Pneumoconiosis Research Unit, Cardiff, to the 
David Davies professorship of the department of tuberculosis 
and chest diseases. He will take up his appointment 
some time in 1960. 
Middlesex Hospital : Institute of Clinical Research 

On November 24 the research committee of the Middlesex 
Hospital Medical School entertained visitors to a 
demonstration of work carried out at the School's Institute 
of Clinical Research. At the _ Institute Professor 
A. Kexkwick (the director) and his colleagues had 
irranged an interesting visual presentation of their current 
researches. 
Anglesey Mental Health Survey 

At the request of the Anglesey County Council the 
Nuffield Provincial Hospitals Trust has agreed to set 


aside the sum of £13,700 to finance a two- to three-year 
survey of mental health needs in the county of Anglesey 
to be made with a view to planning the area’s mental health 
services (see Journal, advertisement p. 73). 
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New Truro Hospital 
The Ministry of Health has announced that building will 
start next year on the first stage of the new general hospital 
at Truro, an architect’s model of which is shown here. 
The first stage covers 180 beds, which will be made up of 90 
general surgical beds, 60 general medical ones, and 
gynaecological cases. 


30 for 
These will make up a self-contained unit 








with an administration building and the necessary treatment units, 
including one subsidiary and two main operating theatres. 
Accommodation for six resident medical officers and 87 nursing 
staff wil) also be provided. 


Oxford Readership in Criminology 

The University is to appoint a reader in criminology 
jointly to the faculties of law and social studies. 
Capricorn Africa 

Mr. MicHAEL Woop, of the King George VI Hospital 
and the Aga Khan Hospital, Nairobi, is to be the new 
international president of the Capricorn Africa Society. 
(The Guardian, November 30.) 
Overseas Visits 

The Indian Government has invited Sir HaroLp GILLIES to 
demonstrate in plastic surgery, mainly in the State of Bombay, 
for three months from December. Sir Harry Piatt is making 
i tour of Latin America for the British Council, and Mr. E. A 
Nicoiy and Dr. A. Harpy are lecturing in Scandinavia also under 
the auspices of the British Council. Dr. B. G. B. Lucas is 
lecturing for the Council in Argentina on anaesthesia, and Dr. 
HUGH WALLAce in Sudan and Ethiopia on dermatology 


COMING EVENTS 


Hospitals’ Symphony Orchestra.—Concert, December 5, 
8 p.m., at Duke’s Hall, Royal Academy of Music, Maryle- 
bone Road, London, N.W.1. Admission by 4s. programme, 
obtainable from Miss M. Wuipp, South-Western Hospital, 
Landor Road, London, S.W.9. 

Royal Free Hospital.—Dr. J. K. CLARK (associate profes- 
sor of medicine, chief of renal section, University of 
Pennsylvania School of Medicine): “ The Renal Excretion 
of Magnesium,” on December 9, 5.15 p.m., at the hospital, 
Gray’s Inn Road, London, W.C.1. 


Osler Club.—Meeting to commemorate the centenary of 
Florence Nightingale’s “Notes on Nursing.” Speakers: 
Mr. W. J. BisHop, F.L.A.: “Florence Nightingale as 
Revealed by her Letters” ; Mrs. Lucy SEYMER: “ Notes on 
Nursing.” December 15, 8.15 p.m., Cowdray Hall, Royal 
College of Nursing, Henrietta Place, London, W.1 

Hunterian Society Annual Lecture.—Professor C. W. 
LILLEHEI (Minnesota, U.S.A.), “ Recent Progress in Open 
Heart Surgery,” January 18, 1960, 8.30 p.m., at the Mansion 
House. 

R.F.P.S., Glasgow.—Walker Lecture: Dr. M. CAMPBELL, 
“Results of Surgical Treatment of Pulmonary Stenosis,” 
December 9, 5 p.m. Professor C. HuGcins (Chicago 
University), “ The Influence of Hormones on the Liver,” 
December 7, 6 p.m. Maurice Bloch Lecture Theatre, Royal 
Faculty of Physicians and Surgeons, 242, St. Vincent Street, 
Glasgow, C.2. 

Southern Counties Veterinary Society.—Meeting on 
“ Brucellosis,” including “Public Health Aspects,” 
December 9, 7.30 p.m., Conference Room, Civic Centre, 
Southampton. 
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Annals of the Rheumatic Diseases.—Issued quarterly (£3 
annually). The new issue (Vol. 18, No. 3) includes 
A COMPARISON PREDNISOLONE WITH ASPIRIN OR OTHER ANALGESICS IN 
rHe TREATMENT OF RHEUMATOID ARTHRITIS M.R.C. Report 
A Metn ® TESTING ANALOFSICS IN RHFUMATOID ARTHRITIS USING 4 
SFOUFNTIAL Procrpure J. Hajnal, J. Sharp, and A. J. Popert 
AN IMMUNO-HisToLooicaL Stupy or Connective Tissut D. G. Scott 


RueumMaTorp Pacror, anp OrHer SERUM PROTEINS IN 


Seaum COMPLEMENT 
ErxyTHematosus. H. A 


ReeumaTorp Disease anp Systemic Lup 
Ellis and D. Felix-Davies 
DIFFERENTIAL AGGLUTINATION Titre (D.A.T.) In JUVENILE RHEUMATOID 
Artrueitis. E. G. L. Bywaters, Mary E. Carter, and F. BE. T. Scott 
COMPARISON OF DIFFERENTIAL AGGLUTINATION Titre (D.A.T.) IN JUVENILE 
AND ADULT RHEUMATOID ARTHRITIS E. G. L. Bywaters, Mary FE 
Carter, and F. EB. T. Scott 
Usinary Excretion oF ACID POLYSACCHAKIDE 
anD OTuer Diseases. G. Loewi 
CONTROLLED Triat OF G27 202 (p-HYDROXYPHENYLBUTAZ 
ArTuritis. Neil Cardoe 
Tietze's Synprome. J. Landon and J. S. Malpas 
NUCLEOPROTFIN-LATEX AGGLUTINATION Test IN CONNECTIVE 
DISeast W. J. Fesse! 
HEeBeERDEN SOcteTy 
Book Review 
SocterA TTALIana DI REUMATOLOGIA 
ABSTRACT 
Abstracts of World Medicine.—Issued in the first week of each 
month, this journal contains abstracts of important papers 
selected from the current medical literature of the world 
Annual subscription £4 4s. 


IN RHFUMATOID ARTHRITIS 


NE) IN RHEUMATOI! 


TISSuF 


Acour Prizes, 1959 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @ 


Application should be made first to the institution ncerned 

Monday, December 7 

DENTAL AND Mepicat Soctery ror tHe Stupy OF Hypnosis At Roya 
S ty of Medicine, 8 p.m.. Dr. M. J. Fenton Historical Aspects of 
Hypn 

Guy's Hospirat At Physiology Theatre, 5.15 p.m., endocrine demonstra 
tion Hypothyroidism 

Maatsoroucn Day Hosptrat 8.15 pn Dr. Felix Post Affective 
Disorders of the Elderly 

PosTORADUATE MepicaL ScHoot Fr LONDON.—4 p.m., Professor Sheila 


Portal Hypertension 
UNIVERSITY At 


Sherlock 


Demonstration Room, Department of 


Medicine, 4 p.m., Dr. M. G. Coyle: Placental Steroid Hormones 
UNIVERSITY COLLEGE LONDON DEPARTMENT OF BIOCHEMISTRY At 

Phy avy Theatr Gower Strect, W.C pm prbli ecture by 

Professor E. P. Kennedy (Chicago) Biosynthesis of Complex Lipid 


Tuesday, December 8 
INSTITUTE SECTION F PSYCHIATRY 8 p.m., joint 


BIRMINGHAM MeDIcAal . 
Woolf: Pathology of Menta! Defect 


necting with neurologists. Dr. A. L 


BraitisHw PostTorapuatr MELICAI FFDERATION At London School of 
Hygienc and Trop'cal Medicine, 5.30 p.m., Dr. L. G. Laitha: Autoradic 
graphy Bone Marrow Studies 

CoLirat General Practitioners: East LONDON FACULTY At Anatomy 
Theatr London Hospital Medical College, 8.30 p.m., Pfizer Lecture by 


Dr. A. Stuart Mason Adrenal and Steroid Hormones 

ILpoRD Menicat Soctery At King Geor Hospital, Ilford, 8.45 p.m 
Med World D n Fiim An Inquiry into General Practic 
Members f the Stratford Division, B.M.A t invited 

INSTITUTE OF DERMATOLOGY 30 p.m Dr. W. N. Goldsmith: Acneifor 
Erur Ss 

Let NEUROLOGICAL Sciences COLLOQUIUM 1959-60 At Littlewood Hal 
G t Infirmary at Leeds, 5.15 p.m Professor Martin Roth: Problen 
f Mode of Action of Convulsive Treatment 

@Liverroot Universiry DEPARTMENT OF EXTRAMURAL STUDIES At 
Medical Schoo Ashton Street, 7.30 p.m Dr. J. B. Roberts: Develop 
m t Actions ind tf s of Sulpho les ! Antibiotics 

MANCHESTFR Mepicat Society: Section OF SurGERY At Clinical Scien 
Building, York Place, 4.30 for 5 p Professor John Bruce Sureer 
of Non-malignant Intestinal! D 

POSTGRADUATE Mepicat ScHoot or LON . 4 p.m., Dr. E. H. Belcher 
Functional Tests with Radioisotopes—! 
Rovat COLLeGe or Prysicians orf LONDON.—S p.m., FitzPatrick Lecture t 
Dr. W. S. C. Copeman: The “ Scientific Basis of Tudor Medicine (1 
Roya ¢€ LFGr Fr Surgceons or ENGLAN 4 p.m., Impenal Cancer 
v ar Fund Lecture by Dr. £ Scowen Hormone Dependent 
Cancer The Present Position 

Royat INstiruTe oF Pustic HeaLTH AND HYGIENE 5 p.m., Harben Lectur 
by Sir Francis Walshe, F R.S Evolution of Ideas in Neurology During 
the Past Century and =the )§= «Futur f Neurological Medicine—1 
Prole T the C'inicopathological Approach 

Society or CHemicat INDUSTRY: BIRMINGHAM AND MIDLAND SECTION At 
R n N 8 (Cinema) Birmingham and Midland Institute, Paradise Stre 
6.30 1 joint meeting with Food Group Professor A. C. Frazer 
Ass t of th Acceptability of Chemical Additives Used in Food 
Teck 

Str. Mar HOSPITA Mepicat Scnoot At Wright-Fleming Institute 
5 pm Mr. Aleck Bourne Nutrition and Weight Gain in Pregnancy 


Wednesday, December 9 
Addenbrooke's Hospita 


Campripor Mepicat Socrery At Lecture Room 
8.30 p.m Mr. J Anderson, N.A.A.S Nutritional Problems Overseas 
Members of Cambridge and Huntingdon Branch, B.M.A., are invited 


INSTITUTE OF DermMaToLooy 30 p.m., Dr. H. Haber: Cellular Naevi and 


Malignant Mclanomata 


INsTITUTe OF Diseases OF THE CHest.—S p.m., Mr. M. Paneth: Surgery 
f Secundum Atrial Septal Defects. 
INSTITUTE OF UROLOGY 4.30 for 5 pm. Mer A Ww Badenoch : 


Haematuria 
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MANCHESTER Mepicat Society: SEcTION OF PatHoLogy.—At Large Anatomy 
Theatre, Medica: School, Manchester University, 4.30 for 5 p.m., Dr. F. 
Stratton: Advances in Blood Transfusion and Blood Groups. 

PostarapuaTe Mepicat ScHoot Or Lonpon.—2 p.m., Dr. J. D. N. 
Nabarro: Laboratory Investigations in Endocrinology 

Roya COLLear OF SURGEONS OF ENGLAND.—2.30 p.m., Watson-Jones Lecture 
by Right Honourable Lord Cohen of Birkenhead: Reflections on 
Specialism in Medicine 

Royal Faculty OF PHYSICIANS AND SURGEONS OF GLasGoOWw.—At Maurice 
Bloch Lecture Theatre, 5 p.m., Walker Lecture by Dr. Maurice Campbell: 
Results of Surgical Treatment of Pulmonary Stenosis. 

Roya InstirutTe OF Pustic HeaLTH aNnD Hyafene.—S p.m., Harben Lecture 
by Sir Francis Walsne, F.R.S.: Evolution of Ideas in Neurology During 
the Past Century, and the Future of Neurological Medicine—{2) The 
Anatomophysiological Approach. 

St ANDREWS UNIVERSITY.—At 
Medicine, 2.30 p.m., Professor J. Walker: 
Exchange. 


Thursday, December 10 

ALFRED Apter Mepicat Soctery.—At Royal Society of Medicine, 8 p.m., 
Dr. W. L. Neustatter: Dangerous Depressives 

Betmont Hosprrat Ciuinicat Soctety.—8 p.m., Dr. K. A. Soutar: 
Authority Implications of the New Mental Health Act. 

British Posr@xapuate Meoicat Feperation.—At London School of 
Hygiene and Tropical Medicine, 5.30 p.m., Dr. Sheila T. Callender: 
Iron Absorption 

Cuapwick Trust —At Wright-Fleming Institute, St. Mary’s Hospital, W., 
5 p.m.. Malcolm Morris Memorial Lecture by Dr. F. Ray Bettley: Skin 
Hazards of To-day 

FOUNTAIN HosptTaL.—5.30 p.m., subject: Social and Educational Problems 
of the Severely Subnormal Child. Dr. J. Tizard: Residential Nursery for 
Mentally Subnorma! Children ; Mrs. M. W. G. Brandon, B.A., Dip.&d., 


Demonstration Room, Department of 
Maternal/Foeta!l Respiratory 


Loca! 


and Mr. D Norris: Experimental Approach to the Education of the 
Younger Child 

HonymMan Gitiespte Lecrures.—At Anatomy Theatre, University New 
Buildings, Teviot Place, Edinburgh, 5 p.m., Dr. Denis Melrose: Present 
Status of Open Heart Surgery. 

INstITUTe OF DermaToLocy.—S.30 p.m., Dr. J. S. Pegum: Lichenoid 


Eruptions 

PosTarapUaTE MEDICAL SCHOOL OF LONDON.—4 p.m., Dr. T. Alper, Dr. M. 
Ebert, and Dr. R. H. Thomlinson: Biological Effects of Radiation. 

Royat Coitece or PHysictans Or LONDON.—S p.m., FitzPatrick Lecture by 
Dr. W. S. C. Copeman: Diagnosis, Diseases, and Treatment in Tudor 
Times (2) 

Royat CoOLLFPar or SuRGEONS OF ENGLAND.—S p.m., Hunterian Lecture by 
Professor H. H. Nixon: An Experimental Study of Propulsion in Isolated 
Loops of Intestine and Application of the Findings in the Surgery of 
Neonatal Intestinal Obstruction. 

Roya InsTITUTE OF PuBLIC HEALTH AND Hyotene.—S p.m., Harben Lecture 
by Sir Francis Walshe, F.R.S.: Evolution of Ideas in Neurology During 


the Past Century, and the Future of Neurological Medicine—{(3) 
Neurology of the Future : 
Royat Soctery or HeattH.—At Conference Room, Civic Centre, 


Southampton, 9.45 a.m., Dr. A. J. Galbraith: Developments in Hospital 
Mental Health Services; Dr. W. P. Cargill: Developments in Loca! 
Health Authority Mental Health Services 

Royat Soci.ty OF Troprcat Mepicine anp Hyoiene.—7.30 p.m., Professor 
A. W. Williams: Cardiovascular Disorders at an African Hospital in 
Urganda. A discussion will follow 

Society Or CHEMICAL INDUSTRY: Foop Group—NUTRITION PANEL.—At 
Brunner Lecture Theatre, Donnan Laboratories, Grove Street, Liverpool, 

joint meeting with Liverpoo! Section of Society. Mr. N. W. 

3.: New Foods for a Hungry World 

St. Georce’s Hosprtat Mepicat SCHOOL 5 p.m., Dr 
demonstration in neurology 


Friday, December 11 

@INsriruTe OF DexMaTOLocy 
stration 

Institute ce Diseases Or THE CHest.—S p.m., Mr. T 
Radiologiv al Demonstration 

INsTIruTe OF LaRYNGOLOGY AND OTOLOGY.—(1) 3.30 p.m., clinical discussion 
for general practitioners Dr 1. Friedmann: Chemotherapy 
(2) 5.30 p.m., Mr. C. Gill-Carey: Surgery of the Nasal Septum. 

Kent AND CANTeRBURY HosprraL.—8 p.m., clinical meeting. 

PiymMourH Mepicat Society.—At Royal Naval Hospital, 8.30 p.m., clinical 


Denis Williams: 


5.30 p.m., Dr. L. Forman: clinical demon- 


Holmes Sellors: 


evening 

PosToraDUATE Mepicat SCHOOL OF LonpDON.—(1) 10 a.m., Professor C. A. 
Wells: Intestinal Loops in Urology and Gastric Surgery. (2) 4 p.m., 
Professor A. Haddow Present and Future Relationship of Cancer 
Research to Medicine 

Sunday, December 13 

INSTITUTP OF LARYNGOLOGY AND OTOLOGY 10.15 a.m., seminar for genera! 


practitioners. Mr. William McKenzie: Common Ear, Nose, and Throat 


Diseases 
Mancuester University: Facutty oF Mepicine aND COLLEGE OF GENERAL 
PRACTITIONERS: NORTH-WEST ENGLAND FACULTY At Theatre 1, Clinical 
Sciences Building, York Place, 11 a.m., Professor J. H. Kellgren: Joint 
Diseases 








BIRTHS, AND DEATHS 


MARRIAGES, 


BIRTHS 


Buckler.—On October 27, 1959, at Claremont Nursing Home, Sheffield, 
Yorks, to Margaret (formerly Lees), M.B., Ch.B., wife of J. Warwick 
Buckler, M.B.. Ch.B., a son—David Warwick Buckler, (Corrected 


announcement.) 
Wilson.—On November 3, 1959, at Freedom Fields Hospital. Plymouth, 
Devon, to Pat, wife of Dr. Campbell Wilson, a daughter—Caroline, 


DEATHS 


Campbell.—On November 3, 1959, Frederick Campbeil, M.D., D.P.H., 


of Handsworth, Birmingham. 
Gibsoe.—On November 3, 1959, Thomas Gibson, M.D., D.P.H., of Curry 
Rivel, Som, formerly of Wakefield, Yorks, aged 88 
Hobday.—On November 3, 1959, at 129, Cemetery Road, Scunthorpe, 
37 


Lincs. David Edgar Hobday, M.B.. Ch B., aged 37 
Macaair.—On November 1, 1959, in hospital, Robert Macnair, M.B., 
Ch.B., of Gilsland, North Berwick, East Lothian 
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We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Hazards of Ice-cream Trade 
Q.—What are the special occupational 
hazards of the ice-cream trade ? 


diseases and 


4.—There are no special occupational diseases connected 
with the ice-cream trade, although, in common with most 
manufacturing industries, occasional cases of occupational 
dermatitis and tenosynovitis occur 

The hazards of the trade may be listed as mechanical 

-i.e.. from machinery—and those connected with the 
refrigeration process. The large-scale manufacture of ice 
cream is highly mechanized and a variety of machines are 
in use. In a well-run factory, with properly guarded 
machinery, accidents are very few. The hazards of the 
refrigeration process are those connected with the cold 
store and the refrigerant gases 

After manufacture ice-cream is stored in cold stores until 
it is despatched. The temperature in them is in the region 
of 10° F. (—23.3° C.). In the interests of the health 
and safety of the workers in cold stores, the following 
precautions are carried out. Coldstoremen are medically 
selected ; they are provided with warm protective clothing : 
and their duties are arranged so that they work for half 
an hour in the store and the next half an hour in normal 
temperature. Precautions are taken to prevent men from 
being trapped in cold stores by accidental jamming of the 
entrance or other contingency. Some stores have an entrance 
and exit and some have escape hatches. In all there is an 
alarm system which can be operated from inside the store. 
The chargehand should know exactly where his men are at 
any given time, and the store should be thoroughly inspected 
before being shut down for the night. No unauthorized 
untrained person should be allowed in the store. It is a 
good maxim never to rely on one precaution alone but to 
see that all are rigidly enforced. For instance, what might 
appear to be a fool-proof electrical alarm system has been 
known to fail because of current failure or from the effects 
of low temperature. 

Refrigerant gases’ in common use in the ice-cream trade 
are ammonia, freon, and carbon dioxide. Ammonia is a 
dangerous gas and certain precautions are essential when it 
is used as a large-scale refrigerant. Most accidents that 
have been reported have been due to a sudden escape of 
ammonia through a burst or a fault in the plant. Therefore 
constant vigilance is necessary to see that all joints, valves, 
compressors, etc., used in circulating the gas are kept in 
first-class condition. Usually, too, there is a system of 
isolating valves so that the amount of gas that can escape 
is limited. Buildings should be equipped with alarm 
systems so that, in the event of an escape of ammonia, 
staff can be evacuated in an orderly fashion in the minimum 
of time. Plans for evacuation should be carefully laid 
and there should be frequent mock alarms and 
evacuations. Puretha respirators type A (ammonia) should 
be distributed among supervisors and key staff. These 
respirators enable wearers to stay in a low concentration of 
gas for a few minutes to superintend the evacuation of 
staff and to shut down all the plant. 

Mixtures of ammonia and air under certain conditions 
form an explosive mixture. The use of coal gas or any 
other source of naked flame should be prohibited in the 
engine room. 

\ trained squad of refrigeration engineers should be 
available to deal with a leak. They should wear full 


protective clothing and use respirators of the compressed- 
air type. 
obvious reasons, never in, the vulnerable building. 


Their equipment should be kept near to, but, for 
It is 


also necessary to have a trained first-aid team available to 
deal with any casualties. 

Freon is an efficient and fairly safe refrigerant. It is 
used largely in household refrigerators and retail ice-cream 
storage cabinets. It is more expensive than ammonia. For 
various technical and economy reasons it is not usually 
used on a large scale in ice-cream manufacture. 

Carbon dioxide, known in the trade as “ dry ice,” is used 
to pack around ice-cream in insulated containers during 
transport. It will keep the ice cream in a frozen state for 
many hours. It should be stored or handled only in well- 
ventilated places, preferably in the open air, otherwise 
dangerous concentrations of the gas may build up. Special 
gloves are supplied to men handling “ dry ice.” 
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Absolute Values in Haematological Investigations 


Q.--Some clinical pathologists have given up doing 
absolute values in the investigation of blood disease, regard- 


ing them as valueless. Do you agree? 


A.—tThe mistrust of clinical pathologists does not extend 
to all absolute values, but only to those two in which the 
calculation is based on the red-cell count—i.e., the mean 
corpuscular volume (M.C.V.) and mean corpuscular haemo- 
globin (M.C.H.). Dacie’ states that the error in the 
estimation of the packed cell volume (P.C.V.) can be reduced 
to small dimensions, not more than +1%, and the same 


is more or less true of the haemoglobin estimation. From 
these two it is possible to obtain a reasonably good 
estimation of the mean cell haemoglobin concentration 
(M.C.H.C.). Most clinical pathologists, therefore, are 


satisfied with the estimation of the haemoglobin, the P.C.V., 
and inspection of the blood smear. 

It is obvious that the routine red-cell count cannot 
possibly be very accurate. It involves, first, a 200-times 
dilution of a minute amount of blood. From this dilution, 
a very small amount (which, it is hoped, is representative of 
the remainder) is taken to fill a counting-chamber of the 
volume of 1/10th of a cubic millimetre (c.mm.). This 
counting-chamber is divided into 400 squares, each 
representing 1/400 of 1/10 c.mm. of a 1:200 dilution of 
blood. Routinely, 80 such small squares are counted, and 
Dacie has pointed out that, with perhaps no more than 
500 cells counted, a red-cell count of 5,000,000 per c.mm. 
might be counted as containing anything between 4.56 to 
5.44 red cells per c.mm. If the P.C.V. of the same blood 
was 47%, the M.C.V. would appear to be within the range 
of 103 cubic microns (cu.“) to 86 cu.v, with a 1 in 20 
chance of being outside this range. 

It is, of course, possible to improve on the accuracy of 
the red-cell count by a more elaborate technique, diluting 
a larger amount of blood, such as 20 c.mm. in a 4-ml. 
diluting fluid, and then to fill several counting-chambers 
from this suspension, counting at least 200 squares in each. 
Clearly this cannot be done routinely. 


REFERENCt 
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Hiatus Hernia 


Q.—Why is it that many patients with a hiatus hernia 
appear to suffer from “ indigestion” more after light snacks 
than after heavy meals? 

A.—There are two types of hiatus hernia. There is the 
sliding hernia, in which there is free reflux of gastric 
contents back into the gullet, and patients with this type 
are particularly prone to get heartburn on bending, stooping, 
and lying down. Generally they are much more 
comfortable after small meals than big ones. It is the size 
of the meal rather than the type of food that seems to 
determine the onset of symptoms, but admittedly there are 
some who are intolerant of heavy, indigestible foods. 





Dre 


1959 


yesophageal or 
ndency to a reflux, 
ind the pouch of 
Patients 
eating, and it makes 
1 full meal With a 
walking about the 
able to continue the 


f th 


type of hiatus hernia is 
which there is no 
yphagus is of normal leneth 


beside it, through the 


ne in 


hiatus 


clinical 


for the initial 


the bitumen 

e way as any 
diagnosis of the depth 
n is obscured by the 
varcated, and the whole 
yyed, the best treatment 
ind this ts 
of the body 
for the removal of 
tetrachloride, petrol, 
Some organic solvents 
be absorbed through 
effects others 
They should 
region of the 
produce 


when 


tOXIC 
dermatitis 
sed in the 
damage or 
especially 

removed mechanically 
Deep to the bitumen is a 


corneal 


iSes 


ve yl 
ire removed as single 


pin-prick ” test can 


crystalline 

Is it a 

fluid vitreous 
hich the usua 


"W f 


ually I yllows 
congenl il or 


ligament. It 


» the vitreous 


thly myopic 


nd vision ts 


classes ° 

esumably by 
renerally known as 
eferable designation 
tc t speech are 
roup speech-therapy 


tan and 


5 nmering 


provide combined’ with 


i Statistical study would be of ar 
npare the efficacy 
individual speech-therapy, owing to 


of group speech 


ANY QUESTIONS ? 


BRITISH 
MEDICAL JOURNAI 


the variation in degree of speech defects, even with a single 
disorder such as stammering, and to the difference in 
intelligence of the patients. 

From another aspect, classes have been formed to educate 
children with speech defects who were unlikely to tolerate 
the social pressure of ordinary school life or whose speech 
was sufficiently defective to interfere with education. Such 
classes have been formed by Miss K. M. Allen’ at Leicester 
and under the Middlesex County Council by Drs. Seppelt 
and Taylor These classes fulfil a useful function, ‘in 
conjunction with individual speech-therapy, in assisting 
children with fairly severe speech disorders to overcome 
their defect more rapidly and with less disturbance than if 
they were members of an ordinary school class. 
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Varicosity of Dorsal Vein of Penis 
varicosity of the dorsal vein of the penis 
what are the likely causes 


some 


A.—Varicosity of the dorsal vein of the penis may be due 
either to a congenital weakness in its wall vein or to 
increased pressure within the vein due to obstruction of the 
outflow of venous blood from the pelvis. This obstruction 
may be in the prostatic plexus of veins, due to congestion, 
hypertrophy, or malignancy of the prostate gland or 
neighbouring organs, or in the hypogastric veins or iliac 
veins due to masses in the pelvis or in the inferior vena 
cava. Provided such causes of obstruction can be excluded, 
then the varicosity is probably of congenital origin and of 


no serious significance 


Antibiotics and Anticoagulants 


Q.—How long after the cessation of a course of tetra- 
cycline may a patient safely be given anticoagulants ? 


4.—Although some antibiotics, by destroying the natural 
bacterial flora of the gut, lessen the amount of prothrombin 
precursor produced in the bowel and thus may cause a 
hypoprothrombinaemia, this is by no means an inevitable 
occurrence, and the degree of hypoprothrombinaemia, if 
present, varies greatly from patient to patient. Thus it is 
not necessary and may be unwise to stop anticoagulant 
therapy while wide-spectrum antibiotics are given. The 
proper course is to repeat the prothrombin estimations at 
2-3-day intervals while the patient is on such drugs, and 


ljust the dose of anti¢oagulant iccordingly. 
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